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PEBPACB 

The domain ot organic chemistry has been widened to such an 
enormotis extent by the unceasing labours of the last decades, that 
even those who devote their life to the study of this science can no 
longer be masters of the whole subject. The medical student, how- 
ever, is compelled to acquire some knowledge of all the branches 
of organic chemistry, for there is scarcely a chapter of the subject 
which has not already found application in Physiology, Pathology, 
Phamaacciogy, Hygiene, etc. 

It is quite impossible for the student of Medicine to find out for 
himself what is for him important and essential amongst the im- 
mense mass of chemical facts at bis disposal. The necessity has 
therefore arisen for treating the rudiments of organic chemistry in a 
manner especially adapted to the requirements of medical students, 
and it is with this object that I have written the present lectures, I 
have tried to select, and to call special attention to, those things 
which are most important, and at the same time to point out in which 
branch of Medicine these selected facts of organic chemistry have 
found application. 

Daring my thirty years' experience of teaching I have seen that 
the majority of medical students are not in the position to assimilate 
even the most important results in organic chemistry from our 
present text-)K>oks, and I have therefore endeavoured to put the 
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Ti OEGANIC CHEMISTEY FOB MEDICAL STUDENTS 

matter into such form that the beginner will not be weaiied oi lose 
his interest. If, however, his interest be once awakened by Buch a 
very incomplete text-book, these defioiendes can be gradually filled in 
by repeated references to the more detailed epitomes. My lectures are 
not intended iu any way to supplant those valuable and complete text- 
books on organic chemistry which we at present possess. 

G. V. BUNGE. 

BiSBL ; February 1906. 
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TEANSLATOE'S PEBFACE 



Sufficient apology for the appearance oi unother text-book on organic 
(Aemistry has been given by Professor Bunge in his Preface, and 
the same reasons should also suffice for this introduction of his book 
to English medical students. The subject has been presented by the 
author in such a new and interesting manner, that it seemed to me 
that bis book would appeal to English as much as it has done to 
German students ; if their interest in the subject be once aroused, 
the problems in biological chemistry which offer themselves will 
be no longer altogether devoid of meaning, since the facts 
brought forward are here set forth in their direct relationship 
to Physiology, Pathology, and Medicine. Physiological chemistry 
is really a branch of organic chemistry, and if the latter term were 
not exclusively used, as it is nowadays, for the chemistry of the 
carbon compounds, the term organic chemistry would still comprise, 
as it did before 1828 when Woehler synthesised urea, those chemical 
compounds which are found in animals and plants, theii mode of 
formation, and their interactions — i.e. the subjects with which physio- 
logical chemistry now deals. Many, perhaps all, of the processes, as 
they occur in the animal and vegetable tissues, may follow lines 
identical with those produced by the chemist in the laboratory, and 
it is only by means of a knowledge of the chemistry of the carbon 
compounds that their relationship to one another in nature can be 
determined. The one is chemists' chemistry with organic sub- 
stances, the other Nature's chemistry with the same substances. 
This knowledge of the chemistry of carbon compounds is essential to 
any further discoveries in the methods and processes of Nature's 
chemistry. 

As the requirements of Snglish medical students are somewhaft 
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more extended than those of German students, several additions have 
been found necessary. These are indicated by the use of square 
brackets, in order that Prof. Bunge's work should be clearly visible. 
A few minor alterations have also been made vrith the view of better 
conforming to a more logical chemical arrangement — e.g. the 
chemistry of acetone has been removed from Leoture 4 to 
Lecture 5 ; Lecture 6 has been subdivided into tvro parts, and the 
glnoosides removed from Lecture 15 to Lecture 9, with the con- 
sequent alteration of the subsequent lecture numbers. Chemists 
usually describe the glucosides with tbe carbohydrates, and this is 
espe<^ally necessary in connection with the modem work on the 
carbohydrates. The phenylbydrazine deriyatives of tbe sugars have 
also been removed from tbe aromatic series to the chapter on tbe 
carbohydrates. Further, adrenaline has been placed at the end of 
Lecture 13 instead of Leoture 16, since it is, in reality, an aromatic 
compound and does not belong to tbe group of the alkaloids, in con- 
junction with which it was described. Again, in tbe chemistry of 
tbe proteins minor alterations have been made in order to conform to 
tbe new nomenclature as recommended by the Physiological and 
Chemical Societies ; it was also desirable to briefly mention tbe work 
of E. Fischer on the synthesis of the proteins. These alterations 
do not essentially impair tbe value of Professor Bunge's book, since 
his exposition remains unchanged. 

It was in the hope that organic chemistry might be brought 
nearer to physiological chemistry, and that their present wide separa- 
tion might soon disappear, that I undertook this translation. 
Whether this hope will be realised remains in the hands of the 
"readers of this excellent book by Professor Bunge. 

R. H. ADEE8 PLIMMEE. 
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OEGANIG CHEMISTEY 

FOB 

MEDICAL STUDENTS 

LECTUEE I 

THE BISG OF OBOANtC 0HBMtSTS7 DURING THE LAST DECADES 

The compounds of the element carbon constitute the subject of 
organic chemistry. Organic ehemistry was called the chemistry ot 
the oa>rbon compounds, becauBC, until recent times — up to about forty 
years ago — it was thought that the carbon compounds, with few excep- 
tions, could only be formed in organic beings, whether plant or 
animal ; they were a testimony of vital processes and could never arise 
outside the organism. The Swedish chemist Berzelius (1779-1848), 
one of the most distinguished investigators of all times and countries, 
in 1837 said : ' In living nature the elements appear to obey laws quite 
different from those they obey in dead nature; the products of their 
mutual interactions are quite different in organic from those in in- 
organic nature, and the discovery of the causes of these differences 
between the behaviour of the elements in dead nature and in the 
hving body will he the key to the theory ot organic chemistry. It is 
hidden in such a way that we, at any rate at the present time, are 
entirely without hope of being able to discover it.' ^ And in 1842 
Gerhardt (181G-1856), a chemist who made many important advances 
in organic chemistry, said : ' The chemist works in a manner quite op- 
posed to that of living nature : he bums, destroys, works by analysis ; 
vital force alone works by synthesis : it reconstructs the edifice 
destroyed by chemical forces,' ' This conception prevailed for nearly 

' J. 3. BeizehxxR.Texlbook of Chemistry. Tran elated into Germftn by F. Woeblei' 
'Vol; if. p. 3. DteBdeaandLeijfzig, 1637. 

' CbarleB Gerhardt, Comjit.'rend. 1&43, vol. xv. p. 498. 
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(wo decades, einee all the attempts made to artificially eynthesiae 
compounds of carbon failed. A few compoaodB, however, could he 
artificially, but not eynthetically, prepared ; that is, simpler organic 
compounds could be prepared from the more complicated ones pro- 
duced by plants and animals. A larger molecule with a greater 
nnmbei of carbon atoms could be divided into smaller molecules 
contuning fewer atoms of carbon : but it was found impossible to 
work in Uie opposite direction. Starting from the elements, or, as 
in plant life, from simple compounds, such as carbonic aoid, water 
and ammonia, it was not possible to attain to the more complicated 
ones. An example will make this olear. 

Starch is a complicated substance which is very widely dbtributed 
in the tissues of plaats, and it forms, as is well known, the chief 
constituent of cereals and potatoes. The size of its molecule is 
unknown to us ; it is some multiple of the complex of atoms CgH,oOs. 
When boiled with dilute acids the starch molecule is broken up into a 
number of grape-sugar molecules, with absorption of water : 

The sugar then, by osidation with nitric acid, can he converted mto 
oxalic acid — 

COOH 

I 

COOH 

— which, on heating with conoeatrated sulphuric acid, breaks down 
into carbonic acid, water and cuxbon monoxide. 

These changes were well known in Gerbardt's time, but the 
reverse processes could not then be carried out ; sugar and oxalic acid 
could not be prepared from carbonic acid and water, which is what 
the plant does, but the discoveries in the last four decades of the past 
century have, however, made this possible. We are at present able 
to build up, atom by atom, synthetically from theur elements, not only 
oxalic aoid and sugar, but also a very large number — which is in- 
creasing every year — of other still more complicated compounds, 
and the possibility of preparing all those remaining, even the most 
complicated, can no longer he doubted : it is only a, question of time. 



A few examples will show what ways and means, what forces and 
reagents are employed, by which the attainment of such syntheses has 



The synthesis of oxalic acid was effected by Edmund Dreohsel 
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(1843-1897) in the year 1868, when as«3tant to Eolbe at Leipzig ; 
he passed a current of oarbonio aoid over molten sodiam, and by 
thiB simple prooeeB obtained sodium oxalate : ' 

COONa 
200, + aNft = t 

COONa. 

The Bynthesia of augar was acGomplished in 1861 by the Buesian 

chemist A. Butlerow (1828-1886), who did not, however, Btart from 

the elements, but from formaldehyde, that is the aldehyde of formic 

acid, which in alk&Iine solution polymeriBeB to certain kinds of sugar : ' 

8{CH,0) = CgH„Oa. 

The French chemist Berthelot (1827-1907) was the first to show 
how this original material, formaldehyde, could be synthesised. He * 
first prepared from its elements the simplest hydrocarbon, marsh gas 
or metlutne. Carbon and sulphur combine together at a high tem- 
perature to form carbon disulphide, a compound of a constitution 
analogous to that of carbonic acid, in which the two divalent oxygen 
atoms are replaced by two divalent sulphur atoms. Carbon disulphide 
is a Hquid which boils at 46° C. If a mixture of the vapours of 
carbon diaulphide and hydrogen sulphide be passed over copper 
heated to dull redness, the copper takes up the whole of the Bulphur, 
and the two elements carbon and hydrogen, which ate set free, 
combine with one another forming the simplest hydrocarbon, marsh 
gas, in which the letravalent carbon atom has its four valencies 
saturated by four univalent hydrogen atoms ; 
H 
„8 S I 

C^ +28^ -4S = H — C — H. 

H 

Marsh gas is a colourless gas. If it be mixed with chlorine and 
the mixture exposed to dlEfused daylight, one atom of chlorine 
combines with one of the hydrogen atoms of the marsh gas forming 
hydrochloric acid, whilst a second atom of chlorine takes up the 
position of the hydrogen atom which has been separated : * 
CH, + 01, s HCi + CHsCl. 

' E. DrMbael, WoeKkr and Liebig'i Ann. d. Chem. 1868, vol. cilvi. p. 110. 

' A. Baderow, Coirtpf. rend. IBSl, vol. liii. p. 146, or Liebig's Ann. d. Chem. 
1961, Tol. cii. p. 295. See also O. Loew, Joum. f. prakt. Chem., 18S6, vol zuiii. 
p. 331, and vol. izxiv. p. SI ; and Emil Fischer, Bar. d. d. chem. Oeselkck, 1688, 
vol. xii. p. 989. 

* M. Berthelot, Ann. de Chim. et de Fhys. ISfiS (iii.), vol. liiL p. 121. 

< M. Berthelot, iUd. vol. Iii. p. 97. 

B a 
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The methyl chloride, or marsh gas in which one of the hydrogen 
atoms has been replaced by ohlorine, whioh is thus formed, is a gas 
liquefying at —24° G. When this gas is heated for a long time with 
caastio potafih at 100° C, potassium ofaloride is formed, and a 
hydrosyl group enters the molecule and takes up the position of the 
chlorine atom in the marsh gas, methyl alcohol being obtained : ' 
CHjCl + KOH = KCl + CHjOH. 

Methyl alcohol is a liquid, which boils at 66° G. If its vapour 
be mised with air and pasaed over a heated platinum spiral, the 
oxygen of the air removes two hydrogen atoms from the alcohol 
molecule and its aldehyde results : * 

CH,OH - Hj = CHjO. 

This aldehyde, formaldehyde, is a pungent smelling gas, which is 
absorbed by water. On shaking its aqueous solutioD with milk of 
lime the above-mentioned polymerisation of the aldehyde takes place, 
and the solution is found to contain several kinds of sugar, which 
oan be isolated and purified by precipitation with phenylbydrazine. 
(Of. Lecture 8.) 

A second method of building, up a molecule of sugar, atom by 
atom from its elements, consists in first preparing glycerine, which 
is a simpler but equally important physiological compound, and ia a 
constituent of all the fats of our food and of our tissues. 

By passing marsh gas, the synthesis of which has been just 
described, through a red-hot tube, we obtun, amongst other bydro- 
oarboQs, propylene, CaHg, hydrogen being spht off : * 
8CHi = CjEe * 8Hj. 

Propylene again is a colourless gas; and it it be passed through a 
solution of iodine chloride a liquid of the composition CjHsICl is 
formed : * on passing a current of chlorine through this liquid in the 
presence of water the iodine is replaced hy chlorine, and the com- 
pound propylene dichloride, OjHgCls, is obtained. When this liquid 
is sealed up in a tube with iodine chloride and heated to 140° G., the 
iodine chloride behaves like nascent chlorine, and a hydrogen atom 
of the propylene dichloride is substituted by chlorine : ' 
CjE^CIi + 2C1 = GiHsClj + HCl. 

This propylene, in whioh three hydrogen atoms have been 

I Berthelot, Ann. de Chim. et de Fhys. 1858 (iii.), vol. lii. p. 97. 

' Aag. Wilh. Hofmann (1818-18S2), Liehig'a Ann. d. Chem. 1868, vol. cilv. p. 367. 

■ Berthelot, Ana. de Chitn. et de Phya. 1869 (iv.), vol. ivi, p. 148. 

* 0. Friedel and B. D. SUva, Compt. rend. 1B73, vol. lizvi p. 159S. 

' Friedel and SUva, i.e. 
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snbstituted by cbloriae, the so-called ttichlorhydrin, is separated from 
other prodaots which are formed at the same time by fraotioDal dis- 
tillation, and is then heated with water in a sealed tube to 180° C, 
when three hydroxy] gronps take ap the positions of the three chlorine 
atoms, and the aqueons solution is now found to contain glyoerine : ' 

CHjCl CHjOH 

I I 

CHa + 8H0H - 8HC1 + CHOH 

I I 

CE,C1 CH,OH. 

We have thus built up glycerine, one of the most important 
constituents of all living organisms and of every living cell, from its 



These compounds are described in greater detail later, when the 
reasons for writing their formulee in this manner will be understood. 
In this place only an approximate idea of the physical forces and 
chemical means which are employed in their artificial synthesis can 
be given. 

Glycerine is a syrupy liquid, and when it is warmed with dilute 
nitric acid on the water batb oxidation takes place, two hydrogen 
atoms being removed from it, and two isomeric compounds, glyceric 
aldehyde and dioxyacetone, are formed : ^ 

CH,OH 

I CH,OH 

CHOH I 

I and C = 

= I 

1 CHjOH 
H 

Ol^oedi: niasbjde. Dioi jmoetone. 

In alkaline solution these compounds polymerise to sugai^ : 
aCjHjO, - C„H„0,- 

The nitrogen -containing compound hippuric acid, which is 
more complicated than those substances already considered, con- 
taining as it does nine atoms of carbon in its molecule, serves 
admirably as a further example of the synthesis' of an organic 
compound occurring in our bodies. This acid is formed in our 
tissues by the combination of benzoic aoid with amino-aoetic acid. 
Each of these components can be put together atom by atom from 

7,Ti>Lss.p.lOS8. 
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their elements, and fuith^, the union of both can be effected 
artificially. 

It is better to consider first the syntheais of benzoic acid. When 
an electric arc is fonned between two carbon poles in a vessel filled 
with hydrogen, the carbon and hydrogen atoms combine together to 
form acetylene, a hydrocarbon of the composition CaHj.' Acetylene 
is a colonrlesB gas ; when it is heated in a glass vessel to the tempera- 
ture at which glass begins to melt, condensation takes plaoe and 
another hydrocarbon is formed, which has the same percentage 
composition, but which in the gaseoas state has a density three 
times as great, and therefore has a, molecular weight throe times as 
great, namely benzene : ' 

Benzene is a liquid which boils at 60° C. 

Carbon and oxygen combine together at a high temperature, 
forming, when insufficient oxygen is present, carbon monoxide. This 
is a colourless gas of the composition CO ; it is an unsaturated 
compound, two of the four valencies of the carbon atom being still 
nnoombined. If this gas be mixed with an equal volume of chlorine, 
and the mixture exposed to sunlight, a contraction to half the original 
volume ' takes place very qnickly. In this newly-formed gas the two 
free valencies of the carbon monoxide are saturated by a molecule 
of chlorine, i.e. by two univalent chlorine atoms : 

CO t Cl, ^ c=o 

It is called carbon oxychloride or phosgene, and is a gas vrith a 
suffocating smell, which can be condensed to a liquid at +8° C. 

Phosgene is absorbed by benzene, the liquid hydrocarbon whose 
synthesis has been just described ; and if aluminium chloride be 
added to such a solution the following reaction will take place at 
the ordinary temperature : * 

C,H, + ClCOCl = HCl + C,H,C0C1. 

I Berthelot, Ann. de Chim. et de Phya, 1863 (iii.), vol. btvii. p. 67. A desorip- 
tion and diagram of the spparatus employed ia given in Ann. de Chim. et de Phyt. 
1868 (iv.). vol. liii. p. 143. 

' Berthelot, Md. 1666 (iv.), vol. ii. p. 446, and 1867 (iv.), vol. lii. p. 54. 

• John Davy, Oilbert's Ann. d. PHyg. 1812, vol. il. p. 225, bnd 1813, vol. iliii. 
p. 296. 

' C. Friedel, J.M. CreJia md AAoi, Ann. de Chim. et de Phys. ISSi (\i.), vol.i. 
p. 617. 
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The r^ which the aluminium chloride playa in this reaotion haa 
not yet been satisfaotorily explained.' The newly-formed product, 
benzoyl chloride, reacts with water at the ordinary temperature in 
Boch a way that the ohloriae atom is replaced by the univalent radical 
hydroxyl, thus : 

C,HiCOCl + HOH = HCl + CoH^COOH . 

Benxoy] ohiorlde. Bouotc add. 

Benzoic acid which is thas formed is one of the eonslituents of 
hippurio acid, and at the ordinary temperature consists of colourless 
crystals which are soluble in water. 

The synthesis of the other constituent, amino-acetio acid, is 
carried out in the following manner : Nascent hydrogen is allowed 
to act upon acetylene (p. 6) at the ordinary temperature, and another 
hydrooarbon, ethylene, is then formed: * 

C,H, + H, = C,H^. 

This is alBO a colourless gas, which can be absorbed by concen- 
trated sulphuric acid ; it adds itself to sulphuric acid in a similar 
way to ammonia : 

HOSOgOH + NH, = HOSO,0{NHJ. 

HOSOjOH + CjH* = HOSO,0(CaHJ. 

Just as ammonia is no longer contained in ammonium sulphate 
as such, but as a new radical, ammonium, bo also, in this newly- 
formed compound, ethylene is not contained aa such, hut as the new 
radical ethyl, GjHt. The new compound bears the name ethyl- 
sulphuric acid. If a large quantity of water be added to this com- 
pound, and the solntion be wanned, free snlpburio acid is again 
formed, water being taken up, and the ethyl radical combines with 
the hydroxyl group, forming etbyl alcohol, which distils over : * 

H080,0<CaHi) + HOH = HOSO,OH t C,HjOH. 

Ethyl alcohol, or ordinary alcohol, can be converted into acetic 
acid by the ordinary oxidising agents — chromic acid, manganese 
dioxide and sulphuric acid, nitric acid, ozone, etc. Atmospherio 
oxygen at a slightly raised temperature and in the presence of 

' Upon ftttemptE'nt ezplanatioD bm Fried«l and Crafte, Ann. de Chim. et it Pkya. 
leas (vL) vol. iiT. pp. 483, 194, 467, and Q. OuBtaTSon, Compt. rend. 1903, 
Tol. cixiTi. p. 106S. 

' Berthelot, Ann. ie Chim. el de Fhya. 1B63 (iii.), vol. Iivli. p. ST. 

• Michael Faraday, Poggendorff'i Ann. d. Phya. v. Chem. 1837, vol. ii. p. 21. 
H. Hannel, Poggandorff'aAnn. d. Phya. u. Chem. 1938, voL jiv. p. 261. Berthelot, 
Ann. de Chim. et de Phys. 18fi5 (iii.), vol. sliii. p. 886. 
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platinum black is also able to bring about this oxidation ; the platicuni 
black acts by ' catalysis,' a prooess which is aa yet not completely 
understood : 

CHjCHjOH + 20 = H,0 + CH.COOH. 

Acetic acid 19 a liquid which boils at 118° G. If a current of 

chlorine be passed through warmed acetic acid, one of its hydrogen 

atoms is substituted by chlorine, and monochloracetic acid is obtained : 

H CI 

I I 

H— C— H H— C— H 

I + CI, = HCl + I 

c=o c=o 

I I 

o 

1 j 

H H. 

Monochloracetic acid forma colourless crystals, which melt at 
63°. C. and bpil at 186°' 0. When ammonia or ammonium carbonate 
is allowed to act upon this compound at a high temperature, the 
following reaction takes place : ' 

CI NHj 

I I 

H — C — H t HNH, = HCl + H — C — H 

■ .[ I 

' COOH COOH 

and amino-acetic acid, or glycocoll, which consists of colourless 
crystals, is formed. 

If dry glycocoll be sealed up in a glass tube with dry benzoic 
acid, and if this tube be heated for twelve hoars at 160' 0., a com- 
bination of these two compounds will occur with the separation of 
water, and hippuric acid is obtained : ^ 

H H 

t I 

CeHjCOOH + H — N — CH,COOH = HjO + CgHjCO — N — CH,COOH. 

This complicated body has thus been built up atom by atom from 
its elements. 



As a final example of an artificial preparation, the synthesis 
of the intensely poisonous alkaloid muscarine may be selected. 

' M. NenoM (1847-1901), Ber. d. d. chem. Gesellsch. 1883, vol. xvi. p. 3837. 
' V. Desaaignes, Jour. Pharm. 1857 (iii.), vol. zsxii. p. 44, 
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Muscarine is a compoand, whiob, although it does not occur in oar 
body, stands in very close relationship to a conBtitnent of every cell ; 
it also demands the attention of the medical student from a toxico- 
logic al point of view. 

By aUcaloids are understood oertaiu organic bases occurring in 
plants : they are distinguished by their intensely poisonous action and 
are used, and also nusased, as drugs, e.g. quinine, atropine, morphine, 
nicotine, cocaine. (Gf. Lecture 16.) 

Masoarine vraa discovered by Schmiedeberg, who with his pupils ' 
was searohing for the active constituent of the poisonous toad-stool. 
They succeeded in isolating two organic bases, which they jiamea 
Amanitine and Muscarine, after the botanical name of the fungus, 
Amanita muscaria. Amanitine was found to be not very poisonous, 
but muscarine, on the other hand, was found to be a very powerful 
poison. Further chemical investigation showed that amanitine waa 
identical with the already known base choUne, which had been 
synthesised by Ad. Wurtz* (1817-1884). Choline is found in com- 
bination with glyoerophosphoric acid and fatty acids in lecithin 
(cf. Lecture 7), a csomples compound occurring in all vegetable and 
animal tissues. Muscarine was found to differ from amanitine or 
choline only in elementary composition, by containing one more atom 
of oxygen. It was therefore hoped that muscarine might be obtained 
by the oxidation of synthetically prepared choline, and thus the first 
alkaloid be built up from its elements. 

If a concentrated agaeoQB solution of oholine be. heated to its 
boiling point, it is decomposed into trimethylamine and glycol. Both 
of these constituents can be synthetically prepared, and their com- 
bination again together can be effected in the laboratory. 

Methyl alcohol, the synthesis of which has been already described 
(p. 4), is the starting point in the synthesis of trimethylamine. It 
reacts with hydriodio acid forming methyl iodide, with the loss of a 
molecule of water, thus : ^ 

CHjOH + HI = OH,I + HjO 

and methyl iodide reacts \vith aqueous ammonia in the cold, but more 
quickly when heated in a sealed tube, in such a way that the three 



' Schmiedebeift and Koppe, Muscarine, the rotatmoas Alkahid of the Toad- 
stool (Leipzig, 1869) ; E. Harnack, Arch. f. exper. Pathol. «. Pharmakol. 1875, 
vol. iv. p. 168 ; Schmiedeberg and Harnack, ibid. 1876, vol. vi. p. 101. 

' Ad. Wurtz, Compt. rend. 1867, vol. Ixv. p. 1015, and 1868, vol. Ixyi. p. 773. 

■ J, Dumas and E. Feligot, •Inn. d. Pkarmacie, 1835, vol. 1i. p. 20. 



bi Google 



10 ORGANIC CHEMISTRY FOB MEDICAL STUDENTS 

hydtogea atoma of the ammonia combine with the iodine (onniDg 
hydriodic acid, and are replaced by three methyl tadicalB : ' 
/H CH, 

N-H + 8CH,I = SHI + N-CH, 

^H \)n,. 

The resulting sabstitnted ammonia, in which the three hydr<^en 
atoms are replaced by methyl radicals, ia called trimethylamine, and 
is a colourless gas, which at 3° C. becomes liquid ; it is very easily 
soluble ia water. 

Ethylene, the synthesis of which has been already given (p. 7), is 
the substance used as the starting point in the synthesis of glycol. 
At the ordinary temperature this gas is absorbed and combines with 
bromine, as was observed by Balard ' (1802-1876), the discoverer of 
bromine. The gas is passed into bromine until this is decolourised : 
CH,Br 
C,H^ + Br, = I 

CHjBr. 

The resulting colourless liquid, ethylene bromide, boils at 
ISl'S" C; it is not miscible with water, but sinks in it. When 
ethylene bromide is boiled ~with an aqueous solution of potassium 
carbonate the following reaction takes place : ^ 

CH,Br CH,OH 

I + K,CO, + HOH = 2KBr + CO, + | 

CHjBr CFjOH. 

Two hydrosyl groups take the place of the two bromine atoms, 
and the dihydrio alcohol, glycol, the other constituent of choline, 
results. This is an oily liquid, which boils at 197° C. ; it is miscible 
with water in all proportions, and has a sweet taste, hence its name. 
Glycol cannot be directly combined with trimethylamine ; one of 
its hydrosyl groups must be first replaced by chlorine. This ia 
effected very simply by heating glycol in a distilling apparatus to 
148° G. and passing a slow current of hydrochloric acid gas through 
it for sixteen hours. Glycolchlorhydrin, which is thereby formed, 
distils over with the steam produced at the same time : * 
CH,OH ca,OH 

I + HCl = H,0 + I 

CHjOH CHjCl. 

■ Aug. Willi. EotmanD, Phil Trafisactians of the Boyal Society (IioudoD, ISSO), 
part i. p, 93 ; and Liebig's Ann. d. Cham. 1650, vol. luiii. p. 91. 

• Balard, Ann. de Chim. et de Phys. 1826, vol. iiiii. p. 376. 

■ A. Zeller and O. Hitfner, Joum. f. prakl. Chem. 1875, n. F. vol. li. p. 329 ; 
Bmil ErlemoBjer, Liebig's Awn. d. Chem. I87S, vol. cwii. p. 260, 

■* A. Ladenburg, Per. d. d. chem. Oesellsch. 1883, vol. xvi. p. 1407. (Completion 
of the method of Wnrtz.) 
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Glycolohlorhydrin is a liquid boiling at 130" C. and miscible with 
water. If it be heated with an aqueous solution of trimethylanaine 
in a sealed tube for twenty-four hours in a steam bath, and the tube 
be then allowed to cool, the hydrochloride of choline crystallises 



CH,OH yCn, H,a ^Hj — CHjOH 

I + N— CH, ■ H,C— N< 



CHjCl 

In tbis compound the nitrogen can be regarded as pentavalent, 
just as it is in ammonium chloride. By decomposing it with freshly 
precipitated silver oxide the free base, choline or amauitine, is 
obtained in the form of deliquescent crystals : 

^=\ /CH, — CHjOH ^'^ ,CHj-CH,OH 

H.C— N< ♦ AgOH = AgCl + H,C~-N< 

By the action of fuming nitric acid on this base Sohmiedeberg ' 
obtained an alkaloid containing one atom of osygen more than choline. 
This artificial product, which is muscarine, showed a poisonous 
action similar to that of the product prepared from toad-stools ; in 
particular, it had the same action upon the heart. The two alkaloids, 
however, are not identical, but isomeric * ; and as yet the constitution 
of the alkaloid occurring in the toad-stool has not been definitely 
determined.* 

The synthesis of artifidal muscarine is more worthy of notice 
because we learn from it that we can prepare more alkaloids 
than those which actually occur in nature. If we oould only 
fathom the relation between the -chemical constitution and the 
physiological action of a substance, we should then be in a position 
to deduce, a priori, how an alkaloid must be constituted in order to 
produce any desired action, and the doctor could order from the 
chemist any such alkaloid as he required for bis therapeutical 



If the synthesis of the practically important alkaloids — morphine, 
qainine, etc. — be accomplished, and if it should be found possible to 



' E. Boehm, ibid. 1885, vol. lii. p. 87. 

* For the latest investigutioiiB upon the coDBlitation ol Qatnral d 
Ema Fiwher, Ber. d. d. chem. Gesellach. 1S9S, vol. ixvi. p. 468, and 1894, 
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prepare them with a leas expenditure of time and energy than is 
required In their present production by agriculture, it would be of 
the greatest importance Erom an economical point of view. Large 
Btretchea of land, whioh are now sown with popples or which serve 
for the production of quinine, would become free, and coold be utilised 
for the production of foodBtuffa. Even if we never attain to the 
synthetical preparation of our foodstuffs, we shall be able indirectly 
to increase their amount In this way. Nowadays in almost all 
civilised countries one-tenth of the harvested cereals la used for the 
production of alcohol. But we can obtain alcohol by synthesis ; 
one method has baen already described, and we know of Beveral 
others. The question is, to know how to prepare the synthetioal 
product more cheaply by artificial than by t^rlcnltural methods. 
We may believe that it will always be cheaper, as it is at present, 
to obtain an organic substance from the earth rather than from 
the chemical factories ; but there are several Instances proving 
the contrary. It has actually happened in a not unimportant depart- 
ment of husbandry and Industry, that the production of an organic 
substance by agricultaral methods has been supplanted by its 
production by chemical methods, as In the cases of madder and 
indigo. 

Up to the year 1868 the beautiful and permanent madder dye, 
' alizarin, could only be obtained from the madder root, in which it is 
contained in the form of a glucoside, ruberythric acid (of. Lecture 9) ; 
by the action of acids and ferments this is broken down into sugar 
and alizarin. The production of this dye-stuff is as old as the history 
of mankind : in the oldest Egyptian tombs we find mummies which 
have been enveloped in cloths dyed with madder. Its cultivation 
spread from the East into Europe, and large tracts of land, chiefly 
in Holland and In France, were planted with madder-root, and in 
the single department of Vaucluse the value of Its annual production 
was £1,000,000 sterling. But in 1868, in Baeyer's laboratory, the 
artificial synthesis of alizarin was discovered by Carl Gr&ebe and 
Carl Theodor Liebermann ^ (of. I/ecture 16), and a few years later, 
in 1875, twelve factories in Germany artificially produced :6750,000 
worth of synthetical alizarin. Since that time this industry has 
greatly increased, and the agricultural production has now almost 
entirely ceased. Large stretches of land have thus been made again 
available for the cultivation of foodstuffs, and this young science of 

SDpplemen(ai7 
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aynthetioal chemistry has thus 'actually — if only indirectly — enabled 
us to increase the quantity of our foodstuffs. 

A very similar economic revolution is at the present time being 
accomplished in the production of indigo. The indigo dye (cf. Lec- 
ture 14) is now being prepared oommeroially by chemical means, 
and its agricultural production is being proportionally lessened. The 
export of indigo from Indian ports has diminished almost to one-half 
of its former amount. There is only one direction at present in 
which we most not indulge in too Sanguine hopes ; it is still doubtful 
whether in the immediate future, in spite of all the investigations 
upon artificial syntheses, we shall gain an insight into the conditions 
underling those synthetical processes which occur in living tissues. 

We have seen what agents have been used in the aecompUshment 
of artificial syntheses : high temperatures, powerful galvanic currents, 
red-hot copper, molten sodium, concentrated sulphuric acid, free 
chlorine — all factors which not only never play any part in the 
processes of hfe, but which would immediately destroy the life of 
every cell. 

But we already know of one synthetical process which takes 
place at the ordinary temperature, and under conditions which may 
be similar to those which actually occur in our tissues. This is the 
union of benzene with phosgene, at the ordinary temperature, in the 
presence of aluminium chloride (p. 6). The way in which the 
aluminium chloride acts is unknown, but nevertheless expressions 
are not wanting for this kind of activity : for we talk of contact 
action, catalytic action, ferment action. We must assume that sub- 
stances exist in our tissues wliich exercise such a ferment action. 
There is no doubt that our tissues contain ferments which can break 
up compounds, and it is very probable that syntheses also are carried 
out by ferments ; but as to the nature of (he ferments in our tissues 
nothing definite is known. We have never yet isolated one, but 
they are supposed to belong to the group of the proteins {p. 240). In 
spite of this we must not relinquish the hope of being able to find 
out the conditions of the synthetic processes carried out in the 
bodies of plants and animals ; we may fairly imagine that the con- 
ditions and the forces of artificial syntheses, and of the syntheses by 
living processes, must have something in common with one another, 
and we must continue to hope that this common factor may soon be 
discovered. 

These preliminary remarks have shown what gigantic strides this 
young science of synthetical chemistry has made during the last 
decades — its founder, Berthelot, has only recently passed away — and 
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if we look baok^apon the state of ohemistry half a oentmy ago we 
Bhall see that then physiological chemistry scarcely existed, that 
organic chemistry lay in its cradle, and that synthetical chenuBtry 
was unknown. We must remember that to-day chemistry is one of 
the principal foundations of Medicine, and that in the future it moat 
be of ever-increasing importance : therefore it is both worth while 
and necessary to become thoroughly conversant with this science, in 
order that its prepress may be followed with full onderatanding. 
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LECTUEB II 

THE HIDBOCABBOKS 

In the first lecture It was shown bow the barriers, which appeared to 
sep&rate organio chemistry from inorganic, that is the chemistry of 
tbe compouD^s of carbon from the rest of chomietry, had disappeared 
under the persistent enquiries of the last deoadea. We can now build 
up atom by atom from their elements compounds of carbon which 
are produced by plant and animal life, with the help of the same 
chemical reagents and the same physical forces which we make use 
of in inorganic chemistry. The chemistry of the carbon compounds 
is only a chapter of general chemistry, just as is the chemistry of the 
compounds of nitrogen, the compounds of platinum, etc. 

[Physiological chemistry, or Biochemistry, is that chapter of 
organic chemistry which deals with the compounds of carbon found 
in animals and plants, principally with tbe carbohydrates, fats and 
proteins. Its main object is to find out the chemical composition of 
the substances contained in the tissues of the organism, their relation 
to one another, and tbe stages they go through in passing from a 
more complicated state to a less, and vice versa. It also deals with 
tbe methods by which the animal and plant build np these complex 
compounds from simpler ones, and bow they again break tbem down 
The only essential difference between physiological and organic 
chemistry is iu the manner by which these changes are produced. Tbe 
physical and chemical means described in the last lecture are not 
employed by living tissues, buj) they make use of much subtler 
reagents, namely, the soluble ferments or enzymes, which ace occa- 
sionally used by chemists as special reagents, particularly for 
determining the constitution of certain classes of compounds, e.g. the 
glucosides and proteins. 

Physiological Chemistryis sometimes called Chemical Physiology 
but this latter designation should be applied rather to the study of 
tbe changes taking place in defined substances in the organism; 
whereas the term physiological chemistry should be applied to tbe 
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study of their esact ehemioal constitution, which must be known 
before any attempt oan be properly made to find out what happens to 
these substanooB in the organism. 

Physiological Chemiatry is therefore the investigation of physio- 
logical subetances from a purely chemical point of view, whereas 
Chemical Physiology is the applicalJon of chemical knowledge to the 
elucidation and explanation of the various processes taking place 
within the organism.] 

Therefore, it is only on practical grounds that we are justified in 
treating the chemistry of the carbon compounds as a special branch 
of chemistry, [and physiological chemistry as a special branch of 
oi^anic chemistry.] It is justifiable on the principle of division of 
labour, because the number of carbon compounds known to us is 
already far greater than the number of all the other chemical com- 
pounds taken together.' This fact is accounted for by the one 
peculiarity of carbon, by the property which distinguishes this element 
from all others, which is, that it is a tetravalent element capable 
of combining with itself in any number of multiples. The other 
elements can only combine with one another in a few different pro- 
portions by weight : e.g. hydrogen can only combine with chlorine, 
bromine, or iodine, in one proportion ; hydrogen and oxygen, hydrogen ' 
and sulphur can combine together in two different proportions ; whilst 
phosphorus and oxygen can combine together in three. It is a rare 
occurrence in inorganic chemistry for two elements to combine 
together in more than three proportions, but nitrogen and osygen 
can combine together in five different proportions, and manganese 
and oxygen in six. Carbon alone is an exception to this rule. 
Carbon can, as it appears, combine with hydrogen in an unlimited 
number of different proportions. Several hundred different hydro- 
carbons have been carefully studied and described — they are gaseous, 
liquid, or solid, with the most varied physical and chemical pro- 
perties ; new ones are continually being discovered, and it seems as 
if their number could be increased to an unlimited extent. [This 
pecuharity of the carbon atom, of being able to combine with 
hydrogen in an unlimited number of different proportions, depends 
upon the property which it possesses of being able to cowhine with 
itself, whereas this seldom occurs in the other elements, e.g. ozone.] 
In each of the hydrocarbons the hydrogen atoms can be replaced 
either partially or completely by other elements, or by whole groups 
of atoms or radicals ; hence the endless number of compounds which 

[The Dumbet of carbon componnds now known exceeds seveotj-five thoorand.] 
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form the material of organic ohemistry. It is therefore necessary^ 
first of all, to properly and olearly arrODge this iofinite series of oom- 
potrnds, for by oommenciDg with the hydrooarbons, whiob can be 
arranged and grouped in a natural manner, and then starting from 
one member of each group, we can derive all the other compounds 
by the Bubstitution of the hydrogen atoms. 

The simplest hydrocarbon is marsh gas or methane (synthesis, 
p. 3). It contains one carbon atom, the fonr valencies of which are 
fully satisfied by fonr onivalent hydrogen atoms : 



I 

H — C — H. 

[ 

H 

The question now arises, can there be unsaturated compounds of 
carbon atoms with hydrogen atoms, i.e. do the compounds CHj, 
CHj, CH exist? In the free state these hypothetical compounds 
are not known; they constitute, hoivever, important radicals, I.e. 
groDps of atoms which can be separated from more complicated 
compounds and enter into new combinations. They have the names 
methyl (CHg), methylene (GHj), and methine (CH). If these radi- 
cals become free and do not enter into new combinations, they 
link themselves to one another, as is seen from the following 
formulse : 



I 



I— C- 

I 



I 



I 
-H — C— H 



III 

C — B 



DCmetb}'! or ethane. EUif leoe, A«t7lBlie. 

It is now necessary to ask ourselves why we know that the 
coloiSless gas called ethane contains two atoms of carbon in its 
molecule, but methane only one. Elementary analysis gives us no 
answer to this question ; it can only determine the peroentage com- 
position from which the ratio of the elements to one another can be 
calculated ; it tells ua that ethane contains one atom of carbon to 



iwgic 



18 ORGANIC CHEMISTRY FOR MEDICAL STUDENTS 

three atomB of hydrogen, but it OEumot differentiate between CH, or 
C,H«, or CaHg, etc. 

The fact that ethane contains two atoms of carbon in ite moleoule 
follows from its density and from the law of Arogadro (1776-1856). 
According to his hypothesis, equal volnmes of gases contain the same 
nmnber of molecales : the weights of equal volumes of gases must 
be to one another as the weights of their molecules. If the molecule 
of ethane had the oompoBition CH^, then the gas must be lighter &tai 
methane, but as a matter of fact ethane is almost twioe as heavy as 
methane. Their densities are to one another as ,„^^ = =^- 

In a similar way it can be proved that the compound methylene 
(GHg) cannot esist in the free state, but as soon as methylene 
rakiicols are set free two of them combine together and form ethylene. 
We must here assume that a double linking takes place, tiecause we 
should not otherwise be able to understand why, by the action of 
nascent hydrogen, a compound GgHg is not formed ; such a com- 
pound, however, does not exist in the free state. Whenever hydrogen 
enters a molecule two atoms always enter at the same time, I^ecause 
two valencies — one to each carbon atom — are set free. In general, 
no hydrocarbon occurs with an uneven number of hydrogen atoms, 
and further, the carbon atom is tetravalent.' 

It the radical metbine becomes free, a triple linking takes place 
and acetylene is obtained. We must hypothetically assume the 
triple linking in order to explain the following facts : If nascent 
hydrogen be allowed to act upon acetylene (p. 6) two atoms of 
hydrogen enter the molecule at the same time, and we obtain 
ethylene;* and if we allow hydrogen to act upon ethylene in the 
presence of platinum black or nickel powder, two hydrogen atoms 
agEun enter the molecule and ethane is formed. 

We see from the above one of the sources from which the great 
number of different hydrocarbons arises ; the extent of the linking 
of the carbon atoms amongst themselves can vary, and thereupon 
depends the varying saturation with hydrogen atoms (see above 
formulce). A second reason for the great number of hydrocarbons 
is that the nnmtier of carbon atoms in their molecule can vary 
within wide limits, and can be very considerable, for hydrocarbons 
containing sixty atoms of carbon in their molecule have been 

' [In carbon monoxide (he oaibon atom innst be assumed to be divalent, unless 
the oijgea atom is regarded as tetravalent. Other compounds are known, bot 
their number is smidl, in whioh the carbon atom ma; be regarded aa divalent.] 

' Berthelot, Ann. de Chim. et de Pkys. 1863 (iii), vol. livii. p. 67. 
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accurately iiiTeBtigated.' A third reason is that with the same 
number of carbon atoms In a molecule, and with the same degree 
of linking, different groupingB of the carbon atoms themaelvea cod 
occur : one carbon atom can be united either with one other carboa 
atom, or with two, three, or four carlxm atoma. Ad example will 
explain this. Let us take the case o( the hydrocarbons oont^nlng 
six carbon atoms in their molecule, because from these hydrocarbons 
compounds can be derived which play a very important part in the 
metabolism of animals and plants. Leucine, that deoompoeilioQ 
product of proteins which makes np a great part of the protein 
molecule, has six atoms of oarbon in its molecule, as have also the 
sugars, of which all the carbohydrates of our food and of out tissues 
are composed. Further, benzene has six carbon atoms in its mole- 
cule ', this is the mother substance of the whole ' aromatic group ' 
of compounds, several members of whi(^ play an important r6le in 
oar metabolism. 

If all the ux carbon atoms be simply combined with one another 
and all the valencies be saturated with hydrogen, then five different 
arrangements are conceivable ; all the hydrocarbons corresponding 
to these have been actually prepared. The five possibilities oan be 
seen in the following formulie : 

OHj 

I 

CH, CH- 

I I 

OH, CH, CH, CH, 

OH, OH, ca 

OH, CH CH 

I /\ /\ 

CH, CHj CH, CH, CH, 



CH, CH, 
I I 
CH, CH- 

CH 
I 
CHj 



These five hydrocarbons have not only the same percentage com- 
position, but also the same vapour density, and hence the same 

■ Carl Hell and 0. Hiigele, Ber. d. d. chem. OtKlUch. 1869, vol. zxu. p. 503. 
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molecular weight ; they have, however, different physical properties — 
e.g. different boiling points. Such compounds which have the eame 
elementary oompoeition, but different stmotural formulee, are called 
isomers. Many oases of iaomeriBm will be studied later in greater 
detul, and then tb^ reasons will be given for assigning a particular 
structure to a particular isomeric compound ; here, only the reason^ 
for the large number of different hydrocarbons can be stated. 

The five isomerio saturated hydrocarbons, each containing six 
atoms of carbon in their molecule, have the same empirical formula, 
GcHt4, and bear the common name, Hexane. If elementary analysis 
and the determination of the vapour density should both give the 
same empirical formula C(,H,, for a hydrocarbon, we must either 
assume that two of the carbon atoms are doubly linked together, or 
that there is a closed ring of carbon atoms, in which there is no end 
member having three hydrogen atoms attached to it, as in the 
following formula : 

H, 

C 

V\ 



The important hydrocarbon benzene with the empirical formula 
CfiHs is assumed by moat chemiste to have a closed ring made up of 
six carbpn atoms with three double linkings : 



The reasons why we assign this structure to it will be given later, 
when we eome to the large group of ' aromatic ' compounds, of which 
benzene is the mother substance. 

These outlines will sufBee, for the present, to indicate that pecu- 
liarity of carbon, of beibg able to combine with hydrogen in such a 
great number of different proportions. The great number of hydro- 
carbons can arise in three ways : (1) The number of carbon atoms 
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is the molecule can be different ; (2) the degree o( linking may be 
differeat ; (3) the grouping of the atoms may be different. 

We will first examine the most important groups and series of 
the hydrocarbons, and will then consider the derivatives of the 
individual members of these series. Commencing with the marah 
gas series, three members of wbioh (marsh gas or methane, ethane, 
and the isomeric hexanes) have been already mentioned, we can 
derive all the hydrocarbons of this series from marsh gas, by the 
substitution of one of its hydrogen atoms by the radical methyl, then 
again a hydrogen atom in this methyl by another methyl group, 
and ao on. We shall shortly see that the hydrocarbons of this series 
can he octnally prepared in ihis way. Every subsequent member 
will consequenUy contain a hydrogen atom less, bat a methyl group 
more, than the preceding one, e.g. : 

- H + CH, = CH, 

or, every subsequent member will contain one carbon atom and two 
hydrogen atoms more than the preceding one. The general formula 
lor the whole series is therefore C,Hj„»j . 

Such a series is termed an homologous series. The marsh gas 
series is distinguished from all the other series of hydrocarbons by 
having the greatest hydrogen content, since all its members are 
saturated with hydrogen. On account of this, it is known as the 
series of saturated hydrocarbons, because the capacity of the carbon 
chain for taking up hydrogen has here reached its limit. The most 
important of the accurately investigated members of this series are : 



a. ; 


Methane. 


C 


Undeoane. 


Ethane. 


C 


Dodecane. 


c!h . 


Propane. 


c 


Tetradecane. 


C,H,„ . 


Butane. 


c 


Hesadecane. 


C H . 


Pentane. 


c 


Eicosane. 


C,H, . 


Hexane. 


c 


Heneicosane. 


CH . 


Heptane. 


c 


Trioosane. 


C,H, . 


Octane. 


c 


Hentriaoontaae. 


C^.o ■ 


Nonane. 


c 


Pentatriacontane 


C.„H, . 


Decane. 


c 


Hexacontane. 



The boiling and melting points of these compounds rise as the 
number of the carbon atoms in the molecule increases ; the first 
four members at the ordinary temperature are gases, the next mem- 
beis up to those with sixteen carbon atoms are liquids, and the rest 
are solids.^ 



' [This series exemplifiea the firat and the third ways, mentioned abore, as 
reasons for the numerous hydrocarbons, and the following tables of the most impor- 
tant uDsataraled hydiocarbons exemplify the second, as well aa the other two nays. 
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The majority of the members of thia seriee are contadnsd in petro- 
leum, together with hydrocarbons belonging to the other series, the 
gaseous ones being absorbed, and the solid ones dissolved. On ao- 
oount of its containing the easily volatile hydrocarbons raw petroleum 
cannot be directly employed as an illaminatiag and heating material; 
for the easily volatile hydrocarbons form, whMi mixed with air, an 
explosive mixture, and raw petroleum therefore is au extremely in- 
flammable substance. In order to obtain the illuminating and beat- 
ing material from' it, raw petroleum is submitted to fractional dis- 
tillation, The hydrocarbons which distil over at a temperature 
below 150° C. are not allowed to he used for illuminating and beating 
purposes. They Eire known commercially as petroleum ether, ben- 
zine, ligroin, petrol, etc., and they are used as solvents for fats, oils, 
resins, and for scouring and polishing in the technical arts, and also 
in analytical chemistry, 

The hydrocarbons which distil between 150 and 300° C. form 
commercial petroleum which is ordinarily used for lighting and heat- 
ing purposes ; unfortunately, it is usually not completely free from 
the more volatile hydrocarbons, and therefore is dangerous. When 
a fire is occasioned by the upsetting of a lighted petroleum lamp, the 
easily volatile constituents of the petroleum mix with the air and 
take fire from the flame. But if, on the contrary, the petroleum be 
entirely free from the easily volatile constituents, the flame is extin- 
guished by immersion in it. Such petroleum carefully purified by 
fractional distillation forms the commercial substance kerosene, or 
refined petroleum. 

Vasehne is obtained from those residues of raw petroleum which 
are not volatile at 300° G. ; it is a mixture of hydrocarbons, and is a 
mass of the consistency of butter ; it is employed in the preparation 
of ointments, and for greasing metallic surfaces, etc. 

A mixture of the highest members of the series of hydrocarbons, 
which at the ordinary temperature is solid, is known commercially 
as paraffin wax ; it is used in tbe manufacture of candies and for 

It shoatd be noticed that the terminolog; -tme, -ene, -ine showB the difierence in 
BataratioD between the membeie of each Beries, and that the prefixed Greek uameial 

shows the number of carbon atoms. Ko account is i&ken ol U 
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embedding pniposes in mioroaoopical technique. The paraffin waxea 
which come into the market are not identical, but oonaist of mixtnree 
of difTerent hydrocarbons, according to the material from which tbey 
are obtained and the manner of tbeir preparation. Their melting 
points vary between 46 and SO" C. 

Tbe word parafGn is corrupted from parum afflnis, tittle affinity, 
OD account of the inertness of these hydrooarbons towards other 
substances at the ordinary temperature. Thus, paraffin wax is not 
attacked by acids and alkalies ; and it is used in the laboratory for 
the stoppers of caustic potash bottles. Upon this inertness towards 
other gubstances depend the great advantages which vasehne pos- 
sesses over the fats as a basis for ointments. When fats decompose, 
free acids are formed {cf. Lecture 7), which attack metals, and if 
employed as ointments, cause irritation of the skin and of the surfaces 
of wounds. The hydrocarbons, on the other band, are perfectly 
neutral compounds; they do not dissolve in water, and have no 
affinity for any of the constituents of our tissues, and hence cannot 
in any way act eib either irritants or caustics. 

Petroleum occurs in the moat various geological formations in all 
parts of the world in enormous quantities. The most abundant petro- 
leum fields are in North America, especially in Pennsylvania and in 
Canada, and at the foot of the Caucasus mountains, especially at 
Baku on the Caspian Sea. How great is tbe stored-up quantity of 
oil in all these places we can roughly estimate from the quantities 
which are obtained every year from tbe borings : for inatanoe, in 
1902, from the springs at Bakn 11,000,000 tons, or 11,000,000,000 
kilogrammes, of petroleum were obtained.' 

It is a question of tbe greatest intereat to chemiatry, aa well as 
to geology, to know how tbeae enormous quantities of hydrocarbons 
have been formed, but tbe origin of the hydrooarbons in nature has 
not as yet been satisfactorily explained. All those hydrocarbons, 
whose method of formation under natural conditions has up to the 
present been investigated, arise from tbe decomposition of carbon 
compounds which have been formed by plant life; but it is not 
known in what way the hydrogen atoms combine with tbe carbon 
atoms in plant life. Carbon enters tbe plant organism as carbonic 
acid ; the plant cell removes oxygen from the carbonic acid and the 
water, gradually forming compounds poorer in oxygen and richer in 
hydrogen, until finally pure hydrocarbons, such as tbe terpenes, 
result (of. Leetore 15). It has been known that this decomposition 
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oould only take place in sunlight in the green chlorophyll- containing 
parte of the plants, but recently we have succeeded in artificially pro- 
ducing this change with the help of sunlight and chlorophyll outside 
the living cell' 

It can therefore be easily imaged that the hydrocarbons in these 
oil-wells may have arisen from plant and animal substances. It is 
tempting to think of a slow ' dry distillation,' i.e. a decomposition in 
the absence of oxygen, and to bring the formation of petroleum 
into line with the formation of coal bods, because in the artificial 
dry distillation of vegetable substanees, namely, wood, peat, eto., 

' [It was snggested in 1870 b; Baerer* that the first stage in the Bfnthesis 
by the green plant nos the formation r>l formaldehyde from caibonio aoid, and 

though nomerouB eiperimen4a were mode it was only qnite' recently, in 1906, that 
this Bupposition vas actually confiimed. It had been found by Bach '' that 
formaldehyde and hydrogen peroxide resulted when a current of carbonic acid was 
passed thiough a aolntion of nranium acetate, or palladium hydrogen, in sunlight. 
Euler,' and Uahor and Priestley' repeated these experiments and found tliat 
formic acid was an intermediate product. Usher and Priestiey further showed 
that the chlorophyll of the green plant also effected the convarsion of carbania 
aoid into formaldehyde and hydrogen peroxide. Both these products are injurious 
to the vital mechanism employed by the plant, bat in natate they are removed as 
fast as they are formed ; ^e hydrogen peroxide by an eazyme^-catalase— which 
converts it into water and oxygen, and the tormald^yde by the Uiing protoplasm 
by condensation into sugar. Usher and Priestley showed this in the following 
way: They first found that the enzyme occurred very near the chloroplasts at the 
seat of the photoaynthetic process, BO that the hydrogen peroxide is removed as 
fast as it is formed. Qreen sprigs of Elodea were placed in boiUng water, which 
destroys both protoplasm and enzyme, and then in water saturated with earbonio 
acid, and exposed to sunlight. The chlorophyll was bleached hj the hydrogen 
peroxide and the process ceased, but formaldehyde was detected. Other sprigs 
of Elodea were exposed to chloroform, which destroys the prot^iplasm but not 
the enzyme, and treated aa before ; formaldehyde was again formed, and this 
destroyed the ennjrae. The process has also been artificially carried out. Chloro- 
phyll was prepared from grass or wheat leaves ; a glass plate coated with gelatine 
was painted over with a solution of chlorophyll in petroleum ether or benzene, 
BO as to form a very thin layer, placed in carbonic acid and exposed to sunlight in 
sQch a way Chat the light passed through the several layers as follows : carbonic 
acid, chlorophyll, gelatine; after some time the gelatine was toond to contain 
formaldehyde. In another experiment a solution of a catalysing enzyme was pre- 
pared from sheep's hver and mixed with the gelatine, and in this case both 
formaldehyde and oxygen oould be detected. Thus a process occurring in nature 
has been imitated in the laboratory, and the first stage in the change of carbonic 
acid to other componnds in the green plant has been determined. It is interesting 
to note that formic acid is produced by the action of sodium amalgam, and by the 
eleotrolytio reduction of carbonic ocid or solutioos of carbonates. The further 
redaction to formaldehyde only occurs with magnesium, as has been very recently 
shown by Fenton,* who simply immersed a rod of magnesium in a solntion of 
formic acid or water saturated with oarbonic acid, and obtained formaldehyde.] 

• A. Baeyor, Ber. d. d. chem. Qesellsch. 1870, vol. iii, p. 63. 
' Bach, Compl. rend. 1893, vol. civi. p. 1145 ; 1898, vol. cxxvi. p, 479. 
' Euler, Ber. d. d. chem. Beaellach. 1904, vol. xxivii. p. S415. 
1 F, L. Usher and J. H, Priestley, Proc. Boy. Soc. 1906, vol. lixvil. b, p. S69 ; 
1906, vol. lixviii. b, p. 318. 

' H. J. H. Fenton, Jour. Chem. Soc. 1907, vol. xci. p. 687. 
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similar products are obtained. We may imagiDe thab illaminating 
gas which arises from artificial distillation may correBpond to the 
gaseoaa hydrooarboDs which atream from the aurfaoe of the earth in 
the neighbourhood of the oil springB, as in Baku, where the ever- 
lasting fire bums ; tbe tar which collects in the receiveFB during the 
artificial distillation corresponds to the petroleum, and the carbon 
remaining in the retort corresponds to the ooal. In all branches of 
chemistry we can find analogies to those phenomena in which the 
same processes take place quickly at high temperatures and slowly at 
low temperatures, with the formation of the same end-products. But 
against such conceptions there is the fact that in the neighbourhood 
of most of the oil wells coal cannot be fonnd, and on this account 
modem geologists are almost unanimous in believing that petroleam 
arises by the slow decomposition of auimal remains. The inves- 
tigation of coal has shown that it has been formed out of vegetable 
tissues rich in cellulose. Animal tissues on decomposition in the 
absence of air do not leave behind residues of this kind. This sup- 
position is strengthened by the investigations of Karl Engler,^ who 
subjected fish oil and other fats to distillation at a temperature of 
320 to 100° C. under a pressure of four to ten atmospheres, and 
obtained a distillate which, for the most part, consisted of a mixture 
of hydrocarbons similar to those in American petroleum. 

The following objections have, however, been urged against these 
suppositions. 

Petroleum is lighter than water, which permeates all the sedi- 
mentary layers of the earth's crust, and it can therefore only rise 
from the deeper layers, and cannot penetrate into these, which are 
rich in organic remains, from the superficial layers. As a matter 
of fact, petroleum is found in all layers: in the Caucasus it 
occurs in the most superficial, i.e. in the tertiary strata; and in 
North America in the Devonian and Silurian, i.e. tbe oldest and 
deepest strata. The quantity of auimal remains In the Silurian 
layers is small in comparison with the enormous bulk of the oil fields. 
As petroleam cannot have penetrated from the upper layers into the 
Silurian formation, it must be assumed that it bas arisen from the 
deeper layers ; that is, from layers which contain no organic remains 
whatsoever. If petroleum had been formed in the Silurian layers, it 
wonld have been expected that the carbonised remains of organisifiB 
of all kinds would be present as - a residue ; but these cannot be 

' K. Englec, Ber. d. d. ehem. Gesellsch. 1888, vol. iii. p. 1816 ; 1889, vol. JxU. 
p. eS3 ; 18S3, vol. ixvi. p. 1436. Cf. Fr. HeuBler, Natkr. von d. k. Oesellsch. d. W. 
lU aoltingen, math.phya. Klasse, 1899, p. 74. 
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foand ic correepoDding qtiaDdties. If petroleum has arisen from the 
Blow distillation of animal rem&ine, vtuious kinds of nitrogen com- 
pounds would also be expected as residues, but these are not foand 
in any appreciable quantities. 

These and other similar views led certain chemists — Berthelot, 
Mendelejeff, Moiesan — to make experiments, in order to explain the 
formation of petroleum by chemical processes in tttorganio nature. 

If we wish to uoderstand such attempts at explanation, it will 
be necessary first of all to study a little more closely the chemical 
behaviour of carbon to hydrogen, and to all the other elements. 

Carbon at the ordinary temperature shows scarcely any affinity 
for other elements ; this property of carbon can be explained hypo- 
thetically by assuming that the four valencies of the carbon atoms 
. are mutually saturated by each other in the carbon molecule, and 
only when the linkings of the carbon atoms are loosened by high 
temperatures or by strong electric currents, can combination with 
other elements take place. Only one single element can combine 
with carbon at the ordinary temperature, namely fluorine. Henri 
Moissan' (1852-1907) on passing a current of fluorine over finely 
divided charcoal — lampblack or charcoal from light wood — found 
that the charcoal immediately began to glow, and that in the presence 
of an excess of fluorine, carbon tetrafluoride was formed, which 
is a colourless gas, liquefiable at 10° C. under five atmospheres 
pressure. 

Carbon and hydrogen cannot be made to combine ditectly at the 
highest temperature obtainable by heating, but in the electric arc 
Berthelot succeeded in eS'ecting their union, as already dtiscribed 
(p. 6). Acetylene (GiHj) was formed, and at the same time small 
quantities of methane (CHj), and ethane (CaHfi). In the same 
manner the union of carbon with chlorine to form hesachlore thane 
(CaCl(), and hexachlorbenzene (CflClg) has been accomplished.' 

At high temperatures carbon easily combines with oxygen, form- 
ing carbon monoxide when the supply of oxygen is insufficient, and 
carbonic acid or carbon dioxide when the supply of oxygen Is in 
excess. Under similar conditions carbon combines with sulphur 
forming carbon disulphide, GSj, a compound analogous in composi- 
tion to carbon dioxide. Sulphur vapours are passed over glowing 
charcoal and gaseous carbon disulphide is formed, which condenses 
to a liquid in a cooled receiver. How the hydrocarbon marsh gas 

' Heari Moissan, Ccmpt. t^nd. 1890, vol. oi. p. 276. 

> Wemei toq Bolton, Z. f. EUktrochemie, 1903, vol. viii. p. 166 ; 190S, vol. is. 
p. 209. Cf. Ricbard Lorenz, ibid. 1902, vol. viii. p. 208. 



biGooglc 



THE HYDKOCARBOTTS 27 

is prepared from carbon disulphide was first showii by Berthelob 
(P- 3). 

With many elements— nitrogen, phosphoms, arsaiiic, antimony, 
bismuth — carbon baa not yet been made to unite directly under any 
conditions. 

It is important for the question we are now considering to call 
attention to the combinations of carbon with certain metals at a high 
temperature.' The oombination of carbon with iron in cast iron has 
been long known. In 1836 Edmund Davy,' a cousin of Sir Hamphry 
Davy (1778-1829), showed that when a mixture of tartar (acid potas- 
eium tartrate) and charcoal was strongly heated, a compound of carbon 
with potassium resulted, which was decomposed by water into potash 
and the hydrocarbon, acetylene (CjHj). As is well known, this pro- 
cess is nowadays used on a large scale for the preparation of acety- 
lene for lighting purposes, but we do not use a potassium compound, 
but lime, which in the electric furnace combines with charcoal to form 
calcium carbide CaCj. With water this compound undergoes the 
following decomposition at the ordinary temperature : 
CftC, + 2H0H = Cft(OH), + CjH,. 

Why, then, should not hydrocarbons be formed by similar pro- 
cesses in the interior of the earth ? Why cannot the formation of the 
petroleum fields be explained by some such process ? This idea was 
■ first put forward in 1866 by Berthelot,* and in consequence of cer- 
tain geologicalinvestigations it was extended by the Bussian chemist, 
Dmitry MendelejefF (1834-1907),^ the discoverer of the periodic system 
of the elements. He visited the petroleum springs at the foot of the 
Caucasus and in Pennsylvania, in order to personally investigate the 
conditions under which petroleum has been formed, and he arrived 
at the following hypothesis. 

Starting from the fact that the most productive oil-wells are all 
situated at the feet of mountains and run parallel to the mountain 
chains, as in the spurs of the Caucasian Mountains and in the 
Alleghany Mountains in North America, Mendelejeff supposed that 
the pressure of these mountain masses caused rents in the earth's 
oruBt at their feet, and that through these rents water penetrated into 

' Upon Uiis ae« H. Hoiaaan, The EUetric Fumaee (Steinheil : Farb, 1807), 
pp. 384-344. 

* E. Dat7, Bea>rda of Qener. Sdtnce, Nov. IS86 ; Liebig'a Ann. d. Pharmacie, 
1837, vol.Miii. p. 144. 

* Berthelot, Ann. de Chim. et ds Phya. 1B66 (iv.}, vol. ii. p. 481. 

* Dmitij Iwanowitsch Hendelojefl, The Na^htha-prod'uction in Amtrita and in 
the Caucasut (St. Petersburg, 1877) ; abstract b; O. Wagner, in tbeBer. d. d.chem. 
Oetellseh. 1877, vot. x. p. 229. 
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the interior of the earth where it came into contact with the carbon 
compoonde of the metals, and that the variouB resulting hydrocarbons 
ware formed in a way similar to acetylene when made by the method 
jiiBt described. The hydrocarbons then asoended in a gaseoas con- 
dition through the rents, and condensed in the cooler layers to petro- 
leum. 

The aesumption that the interior of the earth consists of metals, 
and of compounds of carbon with metals, is borne out by the specific 
gravity of the earth. The pendulum experiments of Cavendisfa, Mas- 
kelyne, Baily and Airy have shown that the specific gravity of the 
earth ia between 5'5 and 65. Now, since the superficial layers of 
the earth consist of minerals whose specific gravity lies between 2 
and 3, together with large quantities of water, it foUowa that the 
speoific gravity of the interior of the earth must be greater than 5'5 
to 6'5. These faots support the supposition of Mendelejeff, that iron 
whose specific gravity is 7-8 is the chief constituent of the interior 
of the earth, and we know that iron in a molten state can combine 
with carbon, as in cast iron. It can scarcely be doubted that the 
earth was onoe an igneous mass, just as the sun, from which it has 
separated according to the theory of Kant and Laplace, is at the 
present time. The supposition that the interior of the earth consists 
principally of iron ia further strongthened by our knowledge of the 
composition of meteorites ; it is supposed by astronomers that meteor- 
ites are fragments of shattered planets, which fragments consist either 
of siliceous minerals resembling those of the crust of our earth, or 
almost entirely of iron. In the iron of the meteorite carboii has been 
identified, and in some meteorites hydrooarbons have been found. 

Similar views upon the formation of petroleum have recently been 
advocated by the groat chemist Henri Moissan,' but his theories have 
as yeb found little favour with the geologists, who, at present, continue 
to think that the onlyprobable hypothesis is that petroleum has arisen 
from the slow decomposition of animal remains. 
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Lecture hi 

METHANB AND ITS DEBIVATIVEB 

In the last lecture we considered the marsh gas series, and saw how 
the members of this aeries of hydrocarhona are formed by the pro- 
cesses of dry distillation, and discussed the hypotheses which have 
been advanced in explanation of their formation on the large scale in 
nature. We will now consider the most important members of this 
series, and their derivatives, beginning with marsh gas or methane : 



The method of preparing it syntheiieally by passing a mixture of 
carbon disulphide and sulphuretted hydrogen over heated m'etal has 
been described (p. 3), Methane is formed in the dry distillation of 
the most' diverse organic substances, and hence it is contained in 
coal gas, of which it constitutes 30 to 40 per cent. ; and its occur- 
rence in the cavities of coal seams may perhaps be explained by this 
process of slow dry distillation (p. 24). By disturhance of the strata 
in working a mine, the gas may diffuse from the crevices and form 
with the oxygen of the atmosphere an explosive mixture, the so- 
called ' fire-damp,' through which so many miners' lives are yearly 
sacrificed. On account of its occurrence in coal pits methane also 
bears the name pit gas. We have already seen that methane occurs 
in association with petroleum, and issues with it from the earth in 
many plewes. Further, it is formed by the decomposition of organic 
substances under water, hence its common name marsh gas. Cellu- 
lose, which consists of the woody fibres of dead portions of plants, is 
decomposed by certain bacteria into marsh gas and carbonic acid, 
as was first demonstrated by Hoppe-Seyler,' who placed filter paper. 
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which is ahnost pure oellulose, in a veesel with water, and adding 
to this soma river mad, colleoted over mercury during several years 
the gaaee which were evolved. They oonBiBted of almost equal 
volumeB of marsh gas and carbonic acid, by^-produote not being 
formed to any considerable extent. It is very probable that the cellu- 
lose is first split up into sugar molecules with al}sorption of water 
(cf. Lecture 8), and that the sugar then breaks down into equivalent 
quantities of carbonic acid and marsh gas : 

a-C,H,oOi + xU^O = kCjH.iOs. 
CoH„Oa = 8CH« + BCO,. 

This process continually goes on at the bottom of ponds, etc. 
When, in winter, the water plants die and sink to the bottom, and 
the fallen leaves and withered twigs of trees growing at the edges 
do likewise, a material rich in cellulose is fornjed there, and this 
under the action of bacteria undergoes decomposition into these two 
gases. The carbonic acid has a high absorption coefficient, and 
dissolves quickly in the water ; but the marsh gas, which has an 
absorption coefficient twenty-five times smaller, collects in tiny 
bubbles in the mud, and if this be stirred up with a stick the little 
bubbles unite to form larger bubbles, which rise to the surface, 
where they can be collected in an inverted vessel filled with water. 
The coUeotod gas can be lighted, and it will bum with a faintly 
luminous Same. [It forms a very explosive mixture when mixed 
with air or oxygen, and water and carbonic acid are formed : 

CHj + 20, = CO, + aHjO.] 

Marsh gas is also formed in the intestines of man by a similar 
process of bacterial fermentation ; not only does it originate from the 
woody fibres of the food, but it also appears possible that it can be 
formed from purely animal food.' 

Just as the sugar molecules, which arise from the decomposition 
of cellulose, are split up into equal volnmes of marsh gas and carbonic 
acid, so also acetic acid, of which sugar is a polymer, is spUt up into 
the same products : 

C,H,0, = CH, + COr 

Hoppe-Beyler and Herter' showed that calcium acetate, when 

' E. Raga, Sitzungsber. d. k. Akad. d. W. tit WUn, 1862, vol. iliv. p. 739, 
Tappeiner, Z.f.vhyaiol. Chan. 1982, vol. yi. p. 482 ; Z.f. Biofojie, 1S83, »ol. lii. 
p. 228 ; 1884, vol. ii. p. 63 ; ColUcUd Papers of the Path. Inst. Munieh, edited 
b; 0. Bollioget fF. Enke, Stuttgart : 1886), pp. 216, 236. 

' F. Hoppe-Sejler, Pflllger's Arch. 1876, vol. lii. p. 13. 
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subjected to fermentation by the baaberia of river mud in the Bame 
way as celluloee, evolved marsh gas and oarbonio acid ; but in this 
case half of the carbonic acid remaiDed behind combined with the 
calcium ; 

[C^HeO^Ca + H,0 =. 2CHj + CO, t CaCO,.] 

Acetic acid andergoee the same decomposition as ia produced by 
the fermente of these bacteria when it is heated to a high temperature 
with excess of alkali : 

CHaOOONft + NaOH = NaaCO, + CH,. 

This process will be diecnssed when we come to the constitution 
of acetic acid. The most convenient method of prepariug pure marsh 
gas depends upon this reaction: a mixture of sodium acetate and 
soda lime is heated in a retort, and the evolved gas is collected over 
water. Soda lime, and not pure sodium hydrate, is used because soda 
lime, which consists of a misture of one part of sodium hydrate and 
two parts of lime, neither melts nor swells up when it is heated, 
as does sodium hydrate ; consequently it allows of an easier passage 
tor the evolved gas. 

Methane, like all the hydrocarbons of this series, is either not 
attacked at all, or only with difficulty, by most chemical reagents. 
[It is either not attacked at all, of only very slightly, by oxidising 
agents, such as nitric and chromic acids ; concentrated sulphuric acid 
and strong allialies have no action upon it.] The halogens are 
exceptions : for example, if chlorine acts upon methane in diffused 
daylight, one of its hydrogen atoms is substituted by chlorine, and 
methyl chloride, or chloromethane, is obtained : 
OH, + CI, = ECl + CH,C1. 

By further action, the remaining hydrogen atoms of methane are 
replaced by chlorine, and at the same time the boiling point of the 
product rises &B the number of 'the substituted hydrogen atoms is 
increased. Methane, in which only one of the hydrogen atoms is 
substituted by chlorine, ia a gaa at the ordinary temperature ; hut 
when more than one hydrogen atom is replaced, the substituted 
products are liquids : 

Chloromethane or methyl chloride . . CH3CI , Boiling point - 22° C. 

Dichloromethane or methylene obloride . CH,C1, . „ +40° 0. 

Trichloromethane or chloroform . . . CSCl, . „ + 61° G. 

Tetraohloromethane or carbon tetrachloride CCI, . „ +77° G, 

Chloroform, or methane in which three hydrogen atoms are 
replaced by chlorine, is of great importance in medicine. On the 
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large Bcale it is Dot prep&red from marsb gas, bnt trotn ethyl alcohol, 
and it Will be desoribed later (p. 51). 

When methyl chloride is heated for some time with canBtio potash 
at 100° C, an hydroxyl group takes the plEioe of the cblorioe atom in 
the methane, and methyl alcohol and potassiam chloride are formed : 

CH,C1 + KOH = KCl + CHjOH. 

Methyl alcohol is a colourless liquid boiling at 66° C, with a 
specific smell, and has properties very similar to those of ordinaxy 
or ethyl alcohol. It is lighter than water with which it mixes in 
every proportion, its specific gravity being 0'81 ; and it bums with 
a pale blue, non-laminoua fiame. 

Methyl alcohol has an action upon the animal body similar to that 
of ethyl alcohol, but its action has been less investigated. According 
to the prevailing doctrines, the poisonous action of the different 
alcohols — which can be derived from the members of the methane 
series in the same way as. methyl alcohol trom marsh gas — is more 
intense the higher the molecular weight of the alcohol. Hence methyl 
alcohol is less poisonous than ethyl alcohol, and this less so than 
propyl alcohol, and so on. '■ 

According to the latest investigations, the poisonous effect of 
methyl alcohol takes place more slowly, but lasts longer than that of 
ethyl alcohol,* and hence perhaps the symptoms of chronic poisoning 
produced by methyl alcohol are severer than those produced by 
ethyl alcohol. As methyl alcohol is now extensively used techni- 
cally, chronic poisoning by its misuse is no longer of rare occurrence. 

Methyl alcohol is used technically as a solvent tor fats, oils, 
re^ns, etc., and especially in the manufacture of aniline dyes. On a 
large scale it is not prepared from methane, but is obtained as a 
bye-product in the dry distillation of wood, therefore it bears the 
name of wood-spirit. It- is separated from the distillate, together 
with acetic acid and other products, by speciaJ methods of purifi- 
cation {p. 67), 

Methyl alcohol — like all alcohols, that is, hydrocarbons in which 
a hydrogen atom is replaced by an hydroxyl group— has the property 
of combining with the strongest organic and inorganic acids forming 
neutral compounds, with the elimination of water. These compounds 
are called Esters.* The alcohol plays a similar r6le in the neutralisa- 

' George Baer, SludicB on Aenie Poisoning by Different AUohoU, laaug. Diaeert. 
Berlir, 1898. Herein the earlier refeteueeH are aited. 

> Hunt, Johns Hopkins Hosp. Bull, AugaBt-September 1902, p. 313. 
* Thaae were formerly called compound ethers. 
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tion of acids to that of the metallic hydroxides (the inorganic bases) 
in the formation of aalts : 

NOjOH + KOH = H,0 + NO,OK. 

[FotBHliim Dltnte.] 

NO,OH + CH,OH - H,0 + NO,0(CH,). 

Nltik uid metlif 1 teter [metfayl nitrate.] 

CH,COOH + KOH = H^O + CH,COOK. 
CHjCOOH + CH3OH = HjO + CH,COO(CHa). 

LaMe uld mM)!;! eater [nwthjl AcetBtK] 

If the acid with which the alcohol is combined in an ester be a 
halogen acid, the compound obtained is the same as that formed 
by the substitution of a hydrogen atom by a halogen atom in the 
corresponding hydrocarbon : 



CH, 


+ C1,= 


= HCI 


-t-CHjCl. 


CHjOH -t 


■HCI: 


= H,0 


+ CHaCI. 


KOH 4 


■ HC1 = 


= H,0 


+ KC1. 



Chloromethane is therefore also the methyl ester of hydrochloric 
acid, or methyl chloride. 

Alcohols differ from the inorganic bases in that they do not react 
with vegetable colours [litmas], and in that their aqueous solutions 
do not conduct an electric current. This diflercnce is explained 
hypothetic ally, by assuming that the hydrosyl (OH) groups in the 
solutions of bases are present in the form of ions ; but those of 
alcohols are not ionised. The facts that bases combine with acids 
instantaneously, but that (he formation of esters takes place slowly, 
especially at the ordinary temperature, agree with this hypothetical 
difference between bases and alcohols ; and, further, that the acids 
in the esters cannot be identified by the formation of insoluble 
precipitates, as in salts, also bears out this theory ; for example, no 
precipitate is obtained on adding methyl chloride to a solution of 
silver nitrate. 

Alcohols give with the dibasic acids two series of esters ; the 
two hydrogen atoms which can be substituted by metals in these 
acids can also he substituted by the alcohol, or so-called aUiyl, 
radicals — in the case of methyl alcohol, the methyl (CHa) radical. 
Thus, for example, if one of the hydrogen atoms in sulphuric acid be 
replaced by methyl, the monobasic acid, methyl sulphuric acid is 
obtained, which gives crystalli sable salts with inorganic bases ; if both 
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the hydrogen atoms be replaced by methyl groups the methyl ester 
of snlphuric acid is obtained : 

HOSO,OH + HOCHj = H,0 -. H0SOjO(CHJ. 

HOSOjOH ♦ 2HO0H, = 2H,0 4 (CHj}OSOaO(CH3). 

When methyl alcohol is mixed with concentrated sulphuric acid, 
heat is evolved and methyl salphuric acid is obtained ; if this mixture 
he submitted to distillation, the neutral methyl ester of sulphuric acid 
is formed and distils over, whilst sulphuric acid remains behind: 
2H0B0,0(CH,) = {CH,),SO. + H^SO,. 

If a large excess of methyl alcohol be present, two molecules of it 
combine together, with loss of water, and ^methyl ether is formed : 

HO(SO,)0CH, + CH3OH = HOSO5OH + (CEi),0. 

In methyl ether two monovalent methyl radicals are linked 
together, by the divalent, oxygen atom : 

H 

I 

H — C — H 

I 



H 

At the ordinary temperature methyl sulphuric acid and the methyl 
ester of sulphuric acid are liquids, but methyl ether is a gas. 

Amongst the esters of methyl alcohol the eaters of the halogen 
acids, or the alkyl halides, are of particular importance, because tbey 
serve as the starting-point in the synthesis of more coraples com- 
pounds. They also serve the purpose of introducing the methyl 
radical into other compounds. The most important methods of their 
preparation are the following : 

A mixture of methyl alcohol and concentrated hydrochloric acid, 
or of methyl alcohol, sodium chloride, and sulphuric acid, is heated, 
and the gas vphich is evolved is collected over water. The methyl 
chloride, or chloromethane, so obtained is a colourless gas with an 
ethereal smell ; it is liquefied at —22° C, and is soluble With difficulty 
in water, but more readily in ethyl alcohol. Methyl chloride, liquefied 
by high pressure, is used in the production of cold by evaporation, 
especially in Medicine, where it is employed to produce aniesthesia by 
freoaing — e.g. in the treatment of neuralgias, and in small painful 
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operatioDs. For this purpose liquid methyl chloride can be obtftiDed 
in metal tabea provided with a special nozzle. 

Methyl hromide can be prepared in a similar way to methyl 
chloride, by saturating methyl alcohol with hydrobromic acid. The 
following method of preparing it is, however, easier and more 
advantageous ; it depends upon the following reaction of methyl 
alcohol with phosphoms trihromide, PBr,, phosphorous acid and 
methyl bromide being formed : 

PBfj t SCHjOH = P(OH)s + 8CH,Br. 

This reaction takea place with great violence, and it is therefore 
carried out by allowing the phosphorus tribromide to be formed 
gradually in the presence of methyl alcohol. In order to ensure 
this, red phosphorus and methyl alcohol are placed in a flask, and 
the bromine is allowed to fall into it drop by drop. The methyl 
bromide which is formed is a gas condensing at 4'''5 C. to a liquid. 

Methyl iodide is obtained in an exactly analogous manner from 
methyl alcohol, phosphorus, and Iodine. At the ori^nary temperature 
it is a liquid, boiling at 44° C. 

The alkyl halides have manifold uses in synthetical chemistry ; 
they are used for replacing hydrogen atoms by alkyl groups ; the 
manner in which methyl iodide is used to replace the hydrogen atoms 
in ammonia by methyl radicals has already been described (p. 10). 
It a concentrated aqueous solution of ammonia be heated in a sealed 
tube with methyl iodide, the following reaction will take place : 
NHj ♦ CH,I = NHjCCH^) + HI. 

The methylamine thus formed is a strong base like ammonia, and 
therefore is present in combination with the hydriodic acid, which is 
formed at the same time ; from this salt it can be liberated by dis- 
tillation with potash. By the further action of methyl iodide upon 
ammonia, its two remaining hydrogen atoms can be replaced by 
methyl radicals. The three following substitution products are 
thereby obtained : 

.H ,CH, ,CH, ,CHj 

N— H N— H K-CH, N— CH, 

^H ^H ^H ^CHj 

AnunonLi. UMbyUmlDe. DimstfaTUmliM. TrimctlijliiDiao. 

All these three substituted ammonias are gaseous at the ordinary 
temperature, and are very soluble in water. Methylamine, of all the 
known gases, is the most soluble in water. It is well known that 
large volumes of hydrochloric acid and ammonia can be taken up by 
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water, which at the ordinary temperature absorbs aboat 450 times its 
volume of hydrochlorio acid, and 600 times its volume of ammonia ; 
at IS^-fi C. water can take up 1150 times its volume of methylamine. 

Methylamine will be again met with iu connection with the 
synthesis of Barcosine and creatine. Creatine ie a, complicated com- 
pound rich in nitrogen constantly found in considerable quantities 
in our tissues, especially in muscle. On heating creatine with soda 
lime, methylamine is evolved, together with ammonia. Still more 
important physiologically than methylamine is trimethylamine, which 
is a decomposition product of choline, this being a decomposition 
product of lecithin. Lecithin is a constant constituent of every cell 
of all animal and plant tissnes, and on account of its wide distribU' 
tion in the tissues, trimethylamine often occurs amongst those gases 
which are evolved in their decomposition ; it can be easily identified 
by its smell. The tissues of fishes, which are especially rich in 
lecithin, produce this gas at the commencement of putrefaction, and 
hence the statement that trimethylamine smells like herring brine. 

The substituted ammonias form salts with acids which are 
analogous in constitution to the ammonium salts. The salts formed 
with hydrochloric acid are analogous to ammonium chloride, and 
form, like it, beautifully crystalline double salts with platinum 
chloride. The double salt of platinum chloride vrith trimethylamine 
hydrochloride has the composition : 

(N(CHs),. HCl),PtCl4. 

fPhe substituted ammonias, or amines, can be distinguished by 
their behaviour to nitrous acid. 

Primary amines, such as monomethylamine, which contain the 
— NH5 group, are converted into the corresponding alcohols with 
evolution of nitrogen : 

CHjNH, + HONG = CH,OH 4 N, + H^O. 

MooomethrLamlne. Mctlijl aloolioL 

This is a general reaction for converting an — NHj group into an 
—OH group, which will often be referred to subsequently. 

Secondary amines, such as dimethylamine, contain the ^NH 
group, and are converted into nitroso derivatives, which are yellow 
oils: 

(CH3)jNH + HONO = tCHjjjN— NO ■^ H,0. 

Dimetliylamiite. Dlraethy1nltroffiiiiiD& 

Tertiary amines, such as trimeth^mine, in which the three 
hydrogen atoms of ammonia are replacec^.hy methyl radicals, are not 
acted upon.] >!. ' 
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When, in the preparation of trimetbylEbmine from ammonia aod 
methyl iodide, the latter is present in esoesa, the trimethylamine 
which is formed combines with the methyl iodide to a theoretioally 
very interesting compound, in which we mast regard the nitrogen as 
being pentavalent : 

N-CH, + CH,I = H,C-N<(_ 



This compound, tetramethylammoniam iodide, is an ammonium 
iodide in which all the four hydrogen atoms have been replaced by 
methyl radicals ; it consists of colourless needles or prisms, soluble 
vrith difficulty in water. When it is treated with silver hydroxide it 
behaves differently from the simple ammonium Baits ; the ammonium 
hydroxide which ia obtained from the latter cannot be isolated, as it 
decomposes immediately into ammonia and water, but tetramethyl- 
ammonium hydroxide can be obtained in a crystalline state : 

^^\ .CH, ^>\ .CH, 

HjC-N< + AgOH = Agl + H,C-N< 

Tetramethy I ammonium hydroxide is not volatile ; its crystals are 
deliquescent ; its aqueous solution is alkaliue, and takes up carbonic 
acid from the air ; it behaves in all its reactions in a manner 
analogous to potassium hydroxide. On heating, it is decomposed 
into trimethyl amine and methyl alcohol. The analogy between the 
ammonium salts and the potassium salts can thus be demonstrated 
better in the substituted ammonium salts than in the simple ones. 

Inorganic chemistry shows that phosphorus, arsenic, and antimony 
are elements very similar to nitrogen. They are trivalent or penta- 
valent, and they form compounds with hydrogen analogous to 
ammonia. In these compounds, just as in ammonia, the hydrogen 
atoms can be partially, or completely, replaced by alkyl radicals. 
These compounds have only a theoretical and purely chemical 
interest, and are of no practical or physiological value ; it suffices, 
therefore, simply to mention them, [Arsenical poisoning from wall- 
papers made with arsenic compounds is due to the formation of 
methylarsine, CHgAsHj, by the action of bacteria.] 

The methyl compounds with the metals zinc and sodium are 
more important than the compounds with arsenic and antimony, 
as they are often used in the synthesis of more complex com- 
pounds. When metallic zinc is heated in a sealed tube with methyl 
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iodide for a long time at 130° C, a noa-volatile compoiiDd of the 
composition 



■\ 



is first formed, which, on further heating, decomposes into zinc iodide 
and zinc methyl : 



aZn<' = Zn^ + 



N;h,. 



Zinc methyl is a colourless liquid with an unpleasant penetrating 
^mell ; it boils at 46° C, takes fire spontaneously in the air, and is 
violently decomposed by water into methane and zinc hydroxide : 

.CH, HOH ,0H 

[Zn< + = 2CHi + Zn< 

^CH, HOH ^OH.] 

Metallic potassium and sodium dissolve in zinc methyl with tbe 
separation of an equivalent quantity of zinc. The potassium and 
sodium methyl, which are presumably formed, have not yet been 
isolated ; the solution absorbs carbonic acid, tbe alkali salt of acetic 
acid being formed : 

NftCH, + CO, = CH,COONft. 

A word must still be said about the compounds of methyl with 
sulphur, or methyl Bulphidea. In methyl alcohol, and in methyl 
ether, the divalent oxygen atom can be replaced by the divalent 
sulphur atom, and the two compounds methyl mercaptan (GHjSH) 
and methyl sulphide ([CHgjsS] result ; the former is of physiolt^cal 
interest, as it occurs as a decompoeition product of certain proteins. 

In order to prepare methyl sulphide, potassium sulphide ia simply 
dissolved in methyl alcohol and gaseous methyl chloride ia passed 
into the heated solution, when methyl sulpbide distils over : 
K,S + 2CH,C1 = 2KC1 + (CU^^S. 

This is a disagreeably smelUng liquid, which boils at 37° C. 

Methyl mercaptan is obtained by distilling potassium methyl 
sulphate with potassium hydrosulphide : 

KOSO,0(CHJ + K3H = KOSOjOK + CH,8H. 

and it is a liquid with a penetrating nauseous smell, boiling at 6° C. 
It occurs amongst the gases which are evolved during putrefaction, 
i.e. in tbe decomposition of certain proteins by bacteria,' and it is 



' M. Nenoki and Sieber, Monalshsfte f. Chem. 1689, vol. x 
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found in the large intestine of man,' as well as in the urine after 
eating asparagas or cabbage.' It can be obtained from some pro- 
teins, not only by bacterial decomposition, bnt also by fusing with 
potash and subsequently distilhng tbe mass with oxalio acid.' 

There are very few gases to which our olfactory nerves are so 
sensitive as to methyl mercaptan. We can perceive it quite distinctly 

when only SoTifSyTw) milligramme is contained in a htre of air,* 
Our aeuBitivenees to the smell of this gas finds a teleological expla- 
nation in the fact that it is a product of putrefaction ; since the 
most poiaonoua products of putrefaction, the toxalbumins, are not 
volatile and are therefore without smell, this evil-smelling gas, which 
appears at the same time, warns us of their presence. 

Amongst the practically important derivatives of methyl alcohol 
are its oxidation products formaldehyde and formic acid. It oxidising 
agents be allowed to act upon methyl alcohol, two hydrogen atoms 
are removed from it by the oxygen with the formation of formalde- 
hyde, CHgO, and then on further action an atom of osygen enters 
the molecule of formaldehyde, producing formic acid, HCOOH. 
[Ct. Lecture 6.] 

The most convenient method of preparing formaldehyde consists 
in passing the vapours of methyl alcohol through a glass tube con- 
taining a platinum spiral, which is at first gently heated with a 
flame ; this commences to glow aa the vapours are passed over it, 
and continues to do so after the flame is removed. This action of 
platinum has not yet been explained, but it belongs to the so-called 
' catalytic ' or ' contact ' actions, which are met with in inorganic 
chemistry, e.g. in the form of Dobereiner's lamp. 

Formaldehyde is a colourless pungent-smelling gas, which con- 
denses to a liquid at — 21''C. The name aldehyde is corrupted from 
alcohol dekydrogenatum, the first syllable— /orm — showing its rela- 
tion to formic acid. ' 

Formaldehyde is a neutral compound ; it does not combine with 
alcohols or acids to form esters, with loss of water, and therefore 
it cannot be regarded as a hydroxyl-coutaining compound ; we must 

' M. Nenoki, ibid. p. 863. 

* U. Nenoki, Arch. f. exper. Pathol, u. Pharmakol. 1891, vol. iivili. p. 20C ; 
F. NiemaDD, Arch. f. Eygiene, 1893, vol. lii. p. 126 ; M. Babner, ibid. p. 136. 

' N, Sieber and G. Sohoubenko, Arch, det Seteneea bidogiaues St. Piteribourg, 
1892, vol. i. p. 314. 

< Emil Fischer and Franz Penzoldt, Liebig's Ann. d. Chem- 1867, tqI. cojiziz, 
p. 181. 
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aBsume that the oxygen atom is bound by two bonds to the carbon 
atom, and itB Btrnctnral formula is -written as follows : 



= 
I 

It is absorbed by water, and it its aqneoaa eolation be allowed to 
evaporate over concentrated sulphuric aoid, only s. portion of the 
formaldehyde is evolved with the water vapour; the remainder is 
polymerised, and remains behind as a white crystalline mass. This 
polymerisation product is called oxymethylene, and the size of its 
molecule is unknown ; on heating, it is again decomposed into mole- 
cules of formaldehyde. The polymerisation of aldehyde, in slightly 
alkaline solution, to sugar has already been mentioned (p. 3). 

A 40-per-cent. solution of formaldehyde in water is known in 
commerce under the name of Formol or Formalin ; it is used, when 
considerably diluted, as a disinfecting agent, and also as a preserva- 
tive for anatomical preparations. Tissues are converted into tough 
elastic masses by formalin. 

Formic acid can be obtained from methyl alcohol by the action of 
the most various oxidising agents. The intermediate product, form- 
aldehyde, cannot generally be identified in the process. It is only 
when such weak agents as atmospheric oxygen are used that the 
process of oxidation can be stopped at the stage of formaldehyde. 
Formic acid can be also prepared synthetically from carbon monoxide, 
which is obtained by the direct union of its elements, on heating 
charcoal in the presence of insufficient oxygen. When carbon 
monoxide is allowed to act for a long time on potassium hydrate at 
100° C, it is absorbed with the formation of potassium formate. This 
method has recently been employed in the preparation of formic acid 
on a large scale ; carbon monoxide under a pressure of six to seven 
atmospheres is completely absorbed by sodium hydrate at 156-170° C. 
in about six hours, and the theoretical quantity of sodium formate 
expected from the equation is formed : 

CO + HONa = HCOONa. 

The formic acid is liberated from the salt by a non-volatile acid, 
such as sulphuric acid, and then distilled; it is a pungent, acid- 
smelhng liquid, boiling at 99° C. and becoming crjrstalline below 0° C. 

When heated with concentrated sulphuric acid, it is decomposed 
into carbon monoxide and water : 

HCOOH = H,0 + CO. 
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This decomposition correspoDds to its synthesiB. Ammoninm 
formate, a deliquescent salt, when heated tosee water, formiDg firstly 
formamide, a oolourless liqaid, and then hydrooyanio acid : 

HCOONH^ = HCONHj + HjO 
HCONH, = CNH-+ H,0 

This reaction Is descritied in detail mider the ohemistry of the 
cyanogen compounds. [Cf. Lecture 10.] 

In nature, formic acid occurs as a secretion product in ants, and 
waB first prepared by the distillation of crushed ants with water. It 
is generally believed that the ants make use of this acid as a means of 
defence against the attacks of their enemies, wounding them first with 
their mandibles and then discharging the acid into the wounds. It 
is still questionable whether the inflammation at the bitten spot is 
really caused by the formic acid, or by a more intense poison. It seems 
more probable that formic acid is a weapon against those enemies 
which cannot be reached by. the mandibles and stings, namely the 
bacteria and the moulds. Formic acid is a very energetic disinfecting 
agent; hke all aoids it destroys putrefactive micro-organisms, but 
it poasesses this property in a greater degree than do most of the 
other organic acids. If we consider how many corpses of small 
animals, and portions of corpses of larger animals, ants drag into 
their nests, the constant excretion of such a disinfecting agent appears 
absolutely necessary. The turpentine contained in the pine-needles 
wliioh ants prefer as the material for the construction of their nests 
has also a disinfecting action. 

According to August Yogel,' a small quantity of formic acid is 
contained in honey, its importance here also consisting in its disin- 
fecting action. Vogel showed that boiled honey fermented more 
easily than unboiled, and that quite a small addition of formic acid 
to a solution of grape-sugar prevented its fermentation by yeast. 

It is often stated that other insects excrete formic acid, and that 
it occurs in poison glands and stings, as, for example, in the stinging 
haars of the 'processionEiry' caterpillars, and that it is the active prin- 
dple of the stinging hairs of certain plants, such as the nettle. If we 
examine these statements more closely we become convinced, firstly, 
that the presence of formic acid has never yet been definitely de- 
monstrated in these particular stinging organs ; and secondly, that it 
is still less proven that formic acid can cause such an inflammation 
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of the skin. This oan only be caused by a much more intense poison, 
which BQggests the toxalbnmins (cf. Lecture 17). This asBumption is 
most probable in the case of the poison of the stinging-nettle, as 
it has been found that boiling destroys its poisonous action ; com- 
parative inoculation experiments with boiled and mibolled extracts of 
stinging-nettles have shown this.' It has often been asserted that 
formic acid occurs in hnman tissues and secretions, but its presence 
has never been demonstrated. 

Formic acid has been employed for a very long time as a thera- 
peutic agent ; ant-baths have been in use for many centuries. Formerly 
ants, together with the pine-needles of their nests, were put into the 
bath, and, if possible, a complete nest ; later hot aqueous extracts, 
sometimes of ants alone, sometimes of these with the pine-needles of 
their nests, were used as hatha. Then ants were distilled with weak 
alcohol, when formic acid passed over with the alcohol and water 
vapours into the distillate, which was used as a liniment in skin 
diseases, in rheumatic affections, and in neuralgia.. Spiritus 
formicarum (4 per cent, formic acid, 26 per cent, water, 70 per cent. 
alcohol) is found in the German Fharmacopceia of to-day, but it is no 
longer prepared from ants. 

Formic acid nowadays is prepared most easily and cheaply 
from oxalic acid, which is obtained by oxidation from the cheapest 
carbohydrates (p. 2) ; when heated with glycerol at 100° C. oxalic 
acid is decomposed into carbonic acid and formic acid : 

COOH 

I = HCOOH + CO,. 

COOH 

[The rdle played by the glycerol is probably as foUows.^ 
The reaction takes place in two stages. The first stage takes 
place at 100-110° C, and consists in the evolution of carbon dioxide, 
and the production of formic acid which combines with the glycerol 
forming glycerol monoformin— an ester of glycerol with formic acid. 
The constitution of glycerol is described later (cf. Lectnre 7) : 

CHjtOH) CH,OH 

I COOH I 

CE(OH) + I = CHOH + H,0 + CO, 

I COOH I 

CH,10H) CHjOOOH 

aiywrol, Oiallo acid. Olyoerol monoformin. 

■ G. Hnbetlandt, Sitjmngaber. d. Wiener Akad. math, natio. Klasse, 18B6, 
vol. iciii. pt. 1., p. 123. 

' J. B. Lorin, Compt rend. 1881, vol. xciii. p. 1143; Bidl. Soc. Chim. 1883, 
vol. mitU. p. 104. 
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The moQoFormm is then hydrol^sed by excess of oxalic acid into 
glycerol aad formic acid which distils over. Tha oxalic aoid is added 
in separate portions ; each fresh quantity gives rise to another 
equivalent of formic acid, and the glycerol is recovered again each 
time, BO that a continuous process is estabUshed : 

CH,0H: OHjOH 

I I 

CHOH CHOH 

I I 

CHjOiOCH + HOiH = CHjOH + HOOCH 

Otfcerol monofonntD. QlyoeroL Formic uid. 1 
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LBCTTJBB IV 

BTHAHB AND 1TB DBBIVATIVBB 

Thb Booond member of the matBh gas series, ethane or dimethyl, is a 
colourleBS gas with no smell, and it ocours in nature dlBBolved in raw 
petroleum. Its synthetical preparation has been already described 
(p. 18); starting from aoetylene, G3H:, which is prepared by the 
direct union of its elements, we obtain by the action of naBcent 
hydrogen, firstly ethylene, O3H4, and then ethane, CgHg. A second 
method of preparing it synthetically consists in linking together two 
metbyl radicals ; if we allow zinc or sodium to act upon methyl iodide 
(Bynthesis p. 35), the corresponding metallic iodide is formed and the 
two liberated methyl radicalB combine together : 

H 

I 



I I 

H — C — H H 

I 
H 

This is a general method of synthetically preparing higher hydro- 
carbons from lower ones [e.g. methyl iodide and ethyl iodide will give 
propane, ethyl iodide and propyl iodide pentane ; 



I 
H — C — H 

= Znl, + I 
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If we wish to prap&re the derivatives of ethane aynthetically, we 
can, OS in the OKse of methane, first aubstitate the hydri^en atoms 
by halogen atomg, and then substitute these by other elements 
and radicals. We can, for example, prepare ethyl chloride in an 
exactly analogous naanner to methyl chloride, and then by substi- 
tuting the chlorine by hydroxyl we can obtain ethyl alcohol (p. 32). 
A second method of synthesising it by the absorption of ethylene by 
concentrated sulphuric acid [and the decomposition of the resulting 
compound by water] has already been described (p. 7). The prepara- 
tion of ethyl alcohol by the fermentation of carbohydrates will be 
mentioned later {p. 116). 

Bthyl alcohol is a liquid with a characteristic smell, boiling at 
78° 0. Its specific gravity at the ordinary temperature is less than' 
that of water, = 0'79- It mises with water in all proportions with 
the evolution of heat, and it is very hygroscopic — i.e. it takes up 
moisture from the air. Its extensive use as a solvent and pre- 
serving agent is well known. 

The percentage composition of ethyl alcohol and Its molecular 
weight are the same as that of another compound previously described 
— methyl ether — which, however, has quite different physical and 
chemical properties. At the ordinary temperature methyl ether is 
a gas, ethyl alcohol a liquid. Ethyl alcohol and methyl ether are 
therefore isomeric compounds ; examples of isomerism have been met 
with amongst the hydrocarbons, but we have here the first very 
interesting example of this phenomenon in organic compounds con- 
tuning oxygen : 

H H 

I I - 

H— C— H H— C— H 

I I 



OH H — C — H 

I 
H 

BChy] iIoohoL UsChjl ether. 

That ethyl alcohol is a hydroxyl compound follows from its 
synthesis : 

CH,CH,CI + KOH = CHjCHjOH + KCl. 

The reverse reaction occurs when ethyl alcohol is satarated with 
hydrogen chloride and heated ; a chlorine atom takes the place of the 
hydroxyl group and ohlorethane, or ethyl chloride, — in which one of 
the hydrogen atoms of ethane is replaced by chlorine— is formed, 
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the hydroxyl group of the ethyl aloohol separatiag as water in oom- 
bination with the hydrogen atom of the hydrochloric acid : 

OHjCHjOH + HCl = H,0 + CH,CH,C1. 

The oxygen atom in ethyl alcohol therefore closely adheres to one 
of the hydrogen atoms ; it only enters and leaves the molecule at 
the Bame time as a hydrogen atom, without any separation of the 
two carbon atoms. 

[Ethyl alcohol, like other alcohols, reacts with metallic sodiima ; 
hydrogen is evolved, and a white mass, Bodium alcoholate or ethylate, 
remains behind upon evaporation. The reaction is analogous to that 
of sodium with water : 

2C,H50H + 2Na = 2CjH,0Na + H, 

Sodiam «C1i)1bI«. 

and it shows that one of the hydrogen atoms behaves differently from 
the others which are contained in. the molecule. The oxygen atom is. 
not removed from the molecule, and it can be shown that it is the 
hydrogen atom attached to the oxygen atom which is replaced by 
the sodium.] 

Methyl ether behaves quite differently. If we wish to remove 
the oxygen atom from it, e.g. by the action of hydriodic acid, the two 
carbon atoms are separated, and two molecules of methyl iodide and 
water are obtained : 

(OHj),0 + 2HI = 2CH,I + H,0. 

[Methyl ether does not react with sodium, and therefore does not 
contain a hydrogen atom in its molecule which is combined in a 
different way from the others.] 

Consequently it must be . assumed that the carbon atoms in 
methyl ether are linked together by an oxygen atom, and this rela- 
tionship is expressed in the above formula. 

The derivatives of ethyl alcohol are exactly analogous to those 
of methyl alcohol, both in their methods of preparation and in their 
chemical reactions, and therefore only those of special practical 
importance will be mentioned. 

Ethyl alcohol, like methyl alcohol, combines with acids, with loss 
of water, forming neutral esters ; by the loss of water from two 
molecules of ethyl alcohol the piactically important ethyl ether, 
CHj-CHj-O-CHa-CHa, or (CjHb)jO, is obtained. It is prepared, 
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like methyl ether, by the disliUatioo of alcohol with ooQcentrated 
sulphuric acid (p. 34). 

[Ethyl sulphurio acid is first obtained by the action of concentrated 
sulphuric acid upon ethyl alcohol, and this ia then decomposed by 
excess of alcohol with the formation of ethyl ether : 
CjHjOH + tt,80. = C,HjH80, -t H,0. 
CH^HSO, + CjHsOH = CjHsOCjHs + H;,S0,. 
The sulphuric acid is regenerated; a small quantity can therefore 
convert a large quantity of alcohol into ether, and the process is 
known as the continuous ether process. (As a matter of fact, the 
sulphuric acid is decomposed by further action — oxidation of the 
alcohol to carbon dioxide and water, and consequent reduction of the 
sulphuric acid to sulphur dioxide and water — so that from time to 
time a fresh supply of sulpharic acid is necessary. Hardly any 
reaction in organic chemistry is absolutely quantitative ; bye-produets 
are generally formed at the sajne time.) 

The constitution of ethers was first demonstrated by Williamson 
in 1851, who obtained ether by heating sodium ethylate with ethyl 
iodide : 

HE HH HEHH 

II II 1 I I I 

H— C— C— I + Na-0-C-C— H = H— C— C— 0-C— C— H + Nal. 

II II L I I I 

HH HH HH HH 

Methyl ether can be obtained in a similar way, as also can mixed 
ethers, e.g. methyl ethyl ether from methyl iodide and sodium ethylate, 
or from ethyl iodide and sodium inethylate. Ethers correspond to 
oxides such as Na — 0~Na.] 

From its method of preparation when its constitutioQ was not 
known, ether obtained the quite inappropriate name of sulphuric 
ether, which is still used in pharmaoy. 

Ethyl ether, or shortly, ether, is a colourless liquid boiUng at 
35°'5 C. It is lighter than water, with which it mixes, but not in all 
proportions ; water dissolves a small quantity of ether, and ether 
dissolves a small quantity of water, and the ether saturated with 
water floats on the water saturated with ether. The method of 
'ether extraction' depends upon this property. It is extensively 
used in analytical chemistry as a solvent, especially in the separation 
of substances which are soluble with difficulty in water but easily 
in ether, from substances which are easily soluble in water but with 
difficulty in ether. With alcohol it mixes in all proportions. 



oogic 



48 OBQANIC CHEMISTRY FOB MEDICAL STUDENTS 

In Medicine, ether has attained great importaaoe as an antes- 
thetio; it was osed for dental operations in 1846 by the dentist 
Morton, of Boston, before the introduction of obloroform by Simpson, 
and nowadays many surgeons prefer it to chloroform in certain opera- 
tions, chiefly because the danger of heart-failure is less with ether than 
with chloroform. 



From a physiological and medical point of view the oxidation 
products of ethyl alcohol and its derivatives are of great interest. By 
the action of oxidising agents, two atoms of hydrogen are first 
removed from ethyl alcohol vrith the formation of acetaldehyde, and 
then an atom of oxygen enters the molecule of aldehyde and acetic 
acid is obtained : 



I I I 

-C — H H — C — H H — C- 

I I I 



Btb]'! nIoobaL AoeUldehfde. Axwtlc tuid. 

Acetaldehyde is most conveniently prepared by distilling a mixture 
of an aqueous solution of potassium bichromate with alcohol and 
sulphuric acid. The aldehyde, which distils over, must be collected 
in thoroughly well-cooled receivers, as it boils at 22° C. Acetalde- 
hyde has a great tendency to become further oxidised to acetic acid ; 
it therefore acts as a reducing agent upon compounds which easily 
give off oxygen; thus, for example, it reduces silver oxide in ammo- 
niaoal solution to metallic silver [and an alkaline solution of a cuprio 
salt to cuprous oxide, which separates out as a red precipitate]. By 
the action of nascent hydrogen, acetaldehyde is reconverted into ethyl 
alcohol. 

Acetaldehyde, just as formaldehyde (p. 39), is a perfectly neutral 
compound ; it combines neither with acids nor with bases or alcohols, 
i.e. it cannot combine with compounds containing bydroxyl groups, with 
elimination of water. The oxygen atom in acetaldehyde is therefore 
not contained as hydroxyl ; this is expressed in the above structural 
formnlfe, where ethyl alcohol and acetic acid both contain hydroxyl 
groups, bub aldehyde contains its oxygen joined to the carbon atom 
by both its valencies. 
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If a few drops of ooucaDlr&ted sulphuric acid be added to acetalde- 
hyde, the liquid becomes hot, and often commencea to boil violently; 
when the reaction is over, it can he determined that the boiling-point 
of the liquid, which has remained colourless, has risen from 22° C. to 
124° C. The vapotir density of the new compound is three times as 
great as that of the original one, and therefore it must have a mole- 
cular weight three times as high, though elementary analysis gives 
the same percentage composition for the two compounds. Such 
compounds having the same percentage composition but different 
molecular weights, are called polymers, in contradistinction to 
isomers, which have the same percentage composition and the same 
vapour density, and are often called metamers. 

This polymeric compound of acetaldehyde with three times its 
molecular weight is called paraldehyde. It is used in medicine as 
an hypnotic. If paraldehyde be distilled with dilute sulphuric acid, it 
is again converted into ordinary aldehyde. Those polymeric com- 
pounds which can be converted the one into the other are termed true 
polymers, in contradistinction to those compounds which cannot be 
converted into one another by such simple reactions, such as form- 
aldehyde (GHaO), acetic acid {CsHjO^), lactic acid (CjHsOa). This 
process of coupling together several molecules with the formation 
of polymeric compounds is called polymerisation (cf. p. 40). 

[The following reactions of acetaldehyde are of great importance ; 

1. With ammonia it forms a colourless orystalline sobetaiice known ae 
"lehvde-tunmonia ; this is obtained b; simply pasBing a 
otherr-' --'-'" •-"'-- = 



CHj,.C^ + NH, 5= CH3.C-OH 



% 



This compound gives the reactions of an aldehyde, and is soluble in water. 
It is easily decomposed by acids, the aldehyde being regenerated and the 
ammonium salt of the acid employed being formed. 

2. With caustic aUtalies acetaldehyde is converted into a brown resinous 
substance, known as aldehyde lesin. 

8. Acetaldehyde forms addition compounds with sodium bisulphite and 
with hydrocyanic acid ; the latter compound is called acetaldehyde-cyan. 
hydrin: 

CH,.0 + NaHSO, = OHa.O— OH 
■^^0 ^SOjNa. 
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/= /= 

CH,.C + HCN - CH,.C— OH 
'^O \CN. 

Aostaldebjll* Gjaabrdllii. 

4. The reactions of ooetaldohyde with hjdroiylamine and the hyctrazmes, 
especially pbenylhydrazine, ore important ; osimes aod phenylhjdrazones 
ceBpectivelj are the compounda obtained : 



/" /" 

OHj.C ; + HjN.NH.CbHs = H,0 + CH,.C 

^O ^N-NH.CjHs. 

Acetaldehjde pbeuylbjdruoDe. 

The latter reaction ie made much use of in iaoUting and identifying (he 
carbohydrateB. 

The 'aldol condensation' which acetaldchyde (and other aldehydes) undergo 
when concentrated hydrochloric acid is added to well-cooled acetaldehjde 
and the mixture allowed to stand, is an instance of another condensation 
which acetaldehjde can andergo ; two molecules of aoetaldehyde eimply 
combine together ; 



Aoetaldehyde can onite with alcohols in the presence of a tittle hydro- 
ohlorio acid to form oompotmds known as acetals ; 



h;oc,h, 
CH,CH0 + '■ = cnjomocMX + h„o. 

HOCjH, 

AoeUI. 

Formaldehyde miitea with methyl alohol giving methylaL] 

When chlorine is allowed to aot upon aldehyde, three of its hydrogen 
atoms are replaced by chlorine, and trichloraldehyde, generally 
called chloral, is obtained ; 

CI 
I 



Chloral Is a colourless liquid with a penetrating smell ; when kept 
2 a closed veeael it changes into a solid polymeric compound, which, 
n heating to 180° C, is reconverted into ordinary chloral. It combines 
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with 'water forming a hydrate, which is a cry Btallioe stable compound 
soluble irt water. Chloral hydrate, as this oompound of chloral with 
a molecule of water is called, is extensively used as an hypnotic. 

The fact that chloral in alkaline solution breaks up into chloro- 
form (p. 31) and formic acid was the reason of its initial use in 
Medicine. 

CCl, OK 

t + KOH = HCCl, + I 

H — = H — C — O. 

This decomposition was observed in 1832 by Liebig (1803-1873), the 
discoverer of chloral, but it was ouly in 1868 that Liebreich suggested 
the use of chloral as a narcotic in the place of chloroform. He 
expected that wheu chloral hydrate was taken, the alkaline fluids of 
the body — blood, lymph — and of the tissues would liberate chloroform 
from it; chloral hydrate would thus be preferahle to chloroform, 
which is administered by inhalation, for it would be possible to 
measure the amount given with greater accuracy, Leibreich's snp- 
positions have not, however, been confirmed. Numerous animal 
experiments have shown that chloral is not only not decomposed in 
our tissues, but that it appears in the urine as a more complicated 
compound. It is reduced in the body to trichloralcohol, which com- 
bines with the first oxidation product of sugar, glycuronio acid (cf. 
Lecture 8), with loss of water, forming the complex compound 
[urochloralic acid] which is excreted by the kidneys. Nevertheless 
chloral maintains its position in medicine not as an ancesthetic for 
surgical operations, but as an hypnotic. The last days of Liebig's 
life were in fact made easier by his own discovery. 

Chloral is now prepared on the large scale bypassing dry chlorine 
into absolute alcohol so long as this is absorbed and hydrochloric 
acid evolved. Chloral is the substance used in the preparation of 
the purest chloroform, which is made by heating chloral hydrate 
with caustic soda. The older method of preparing chloroform, which 
gives a less pure product, consisted in distilling alcohol with bleaching 
powder, a mixture of calcium hypochlorite, calcium chloride, and 
calcium hydrate. This is essentially the same process as the former, 
chloral being first formed by the action of the calcium hypochlorite 
upon the alcohol, and then decomposed by the lime into chloroform 
and calcium formate. 

[The process is in reality more complex, and occurs in three 
stages: 

1. The alcohol is oxidised by the chlorine to acetaldehyde : 
CHjCHjOH + Olj = CH5CHO t 2HC1. 
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2. The acetaldebyde is then converted iDto chloral by chlorine ; 
CH,CHO + 8CI, = CCljCHO + 3HC1. 

S. The chloral is decomposed by the lime into chloroform and 
calcium formate : 

/OOCH 
aCCljCHO + Ca(OH), = 2CHCa, + Ca< 

^OOCH. ] 

Iodoform, CHIj, which has an exactly analogous constitution to 
chloroform, is prepared by an identical process — by heating alcohol 
with iodine and caustic potash or potassium carbonate. It consists of 
yellow hexagonal platelets, which sublime slowly ftt the ordinary 
temperature, and it possesses a well-known, anpleasant smell. 

The reaction used in the preparation of iodoform also serves as 
a qualitative teat for alcohol. To the slightly warmed liquid, which 
is to be tested for alcohol, iodine is added, and then gradually caustic 
potash antil the colour of the iodine just disappears; a yellow 
precipitate of iodoform is formed. This reaction, called Lieben's 
reaction, is very delicate, but is apt to be misleading, since many 
other compounds, e.g. aldehyde, acetone, and in general all compounds 
containing the group OHj— joined to oxygen, give the same reaction. 
A negative result determines the absence of alcohol, but a positive 
result alone is not sufficient to indicate its presence. This must be 
confirmed by distalllng off the alcohol and carrying out further tests 
with the distillate. 

Iodoform is widely used as an antiseptic in the treatment of 
wounds. Its advantages over other disinfecting agents depend npon 
its being nearly insoluble in water, and upon its being volatile : the first 
quahty prevents any caustic action, as only those substances which 
penetrate into the tissues can act as caustics ; the second quality 
ensures that the whole neighbourhood of the wound is disinfected. 
But this latter property has one disadvantage ; the unpleasant and ' 
persistent smell is irksome to the patient and his surroundings; 
consequently attempts have been made of recent years to replace 
iodoform by non-volatile iodine compounds. If iodoform be absorbed 
in large quantities from wound surfaces, or be taken np by damaged 
lymph vessels or veins, it may cause very severe toxic symptoms, 
such as restlessness, general malaise, headache, tremolonsness, 
delirium, and other brain disturbances ; it must therefore be used 
with care as a local antiseptic. 

Bromoform, CHBrg, an analogous compound to chloroform and 
iodoform, is a heavy oily liquid, boiling at 150° C. ; it is very slightly 
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soluble in water, and has a sweet taste and Bmell like chloroform. 
It is sometimes recommeDded and employed &b an internal remedy, 
bat as yet no scientific grounds for its remedial action hme been 
brought forward. 

Acetaldehyde, as mentioned above, is an intennediate stage in the 
oxidation of ethyl alcohol to acetic acid ; if an energetic oxidising 
agent, e.g. manganese dioxide and sulphuric acid, or ozone, be used, 
ethyl alcohol is completely converted into acetic acid. Ordinary 
atmospheric osygen can bring about this reaction if an osygen 
carrier, a so-oaUed catalyser such as spongy platinum, be present. 
Just ae there are two methods of preparing ethyl alcohol synthetically 
(p. 45), so also are there two methods of aynthesising acetic acid. A 
third method was described under the methyl compounds, the 
synthesis from sodium methyl and carbonic acid (p. 38} : 
CHjNa + CO, = CHjCOONa. 

If the sodium acetate so formed be distilled with a non-volatile 
acid — e.g. sulphuric acid — free acetic acid is obtained. It is a colour- 
less liquid with a characteristic smell, boiling at 118° C and freezing 
to a cryatalline solid below 17° C. ; hence the name glacial acetic 
acid. 

When sodium acetate is heated with an excess of sodium hydrate, 
marsh gas is evolved, and the residue consists of sodium carbonate : 

CH^COONa + HONa = NajCOj + CH,. 

The same decomposition of acetic acid also takes place under the 
action of certain ferments, as already stated (p. 30). 

This synthesis and decomposition of acetic acid show conclusively 
that it is a substituted carbonic acid — that is, a carbonic acid in which 
a hydroxyl group is replaced by the methyl radical : 



/OH 
0=0 
\)H 


/OJ 
0=0 

\ol 


CaibouioKld. 


Aoetio 



Besides the methyl radical, a large number of other radicals can 
take the place of a hydroxyl group of carbonic acid — e.g. the ethyl 
radical in propionic acid (CsHg)COOH, the phenyl radical CgHe in 
benzoic acid (CeH,)COOH, etc. All acids thus constituted hear the 
general name carbosylic acids (carbonic acids). They are all decom- 
posed on heating with excess of aliaU into carbonic acid and the 
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hydrogen compound with the radical, which occupied the position of 
the hydroxyl group in the carbonic acid. The monovalent radical 
coon, which all these acids have in contmon, is termed carboxyl. 

Formic acid is also a oarbosyl compound ; it is a carbonic acid in 
which a hydroxyl group is replaced by a hydrogen atom : 

/OH /H 

c=o c=o 

OMbonio Mid. Formiij Mid. 

Formic add differs from all the other oarbosylic acids by b^ng, at 
the same time, an aldehyde, and as such it acts as a reducing agent ; 
it reduces solutions of silver and mercnry salts with the separation 
of metalhc sUver and mercury. 

The structural theory of organic chemistry can be very clearly 
demonstrated by means of acetic acid. The structural formula of 
acetic acid is an expression of its syntheais and decomposition, since 
it shows that it is a carboxyl -containing compound — i.e. a substituted 
carbonic acid. But this alone does not exhaust the value of struc- 
tural formula, which really express much more. By comparing the 
empirical formula with the structural formula of acetic add it can be 
readily seen how much more the latter expresses : 
H 
I 



I 
H. 

Acetic add is a monobasic acid, and therefore only one of its 
hydrogen atoms can be easily replaced by metals. This is not 
expressed in its empirical formula, but plainly in its structural 
formula, where one hydrogen atom has a different position from that 
of the other three; this is attached to an oxygen atom, whilst the 
other three are attached to a carbon atom. 

When chlorine acts upon acetic acid in sunUght three hydrogen 
atoms are suecesdvely substituted by chlorine, and the three chlor- 
inated acetic acids, monochloracetic, dichloracetic, and trichloracetic 
adds are obtained. The fourth hydrogen atom is not directly re- 
placeable by chlorine, which is expressed in the structural formula, 
where three hydrogen atoms have a different position from that of the 
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fourth. It can also be ehown that the fourth hydrogen atom, which 
is not directly replaceable by cbloriDe, is that one which can be 
replaoed by metals, for trichloracetic acid is also a monobaeic acid, 
containing one hydrogen atom replaceable by metals. The metal in 
the salts of aeetic acid is attached to the oxygen atom, just as the 
hydrogen atom, which ia replaceable by metals, is in the free add. 
The metal and the hydrogen atom only separate from, and again 
enter the compound together with the oxygen atom ; when phos- 
phorus pentaohloride acts on free acetic acid an atom of chlorine 
takes the place of the hydroxyl group, forming acetyl chloride 
CHaCOOl ; acetyl is that complex of atoms which forms the mono- 
valent radical CHjCO : 

CHjCOOH + PCI5 = CH,C0C1 + HCl + POClj. 

When phospboniB pentaohloride acts upon sodium acetate a 
chlorine atom takes the place of the group ONa : 

CHjCOONa + PClj = CH,C0C1 + NaQ + POCl,, 

If water be allowed to act on acetyl chloride, a hydrogen atom 
together with an oxygen atom enters the molecule ; i.e. a hydroxyl 
group takes the place of the chlorine atom : 

CHjCOCl + HOH = HCl + CH,COOH. 

If sodium hydroxide be allowed to act upon acetyl chloride, the 
group ONa takes the place of the chlorine atom : 

CHjCOC! ^ 2NaOH = NaCl + CHjCOONa + H,0. 

All these reactions are indicated in the structiu'al formula of 
acetic acid. Structural formulse are the expressions of syntheses, 
decompositions, and possibilities of substitution. The more complex 
the compounds are with which we deal, the more indispensable and 
valuable do the structural formula) become, 

There are two methods by which acetic acid is prepared on the 
large scale, namely, by the so-called ' quick vinegar process ' and by 
the dry distillation of wood. 

In the quick vinegar process, ethyl alcohol is oxidised to acetic 
acid by the oxygen of the atmosphere. It has long been known that 
alcoholic beverages — wine, beer— on standing in the air become sour. 
Chemical investigation has proved that the alcohol is converted into 
acetic acid, and comparatively recent microscopical observations 
have shown that in this conversion certain bacteria, of which we can 
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already differeDtdate more than ten varieties, play the r6le of 
oxygen carriers from the air to the alcohol. The energy set free by 
the osidation is presamably used by the bacteria tn the discharge of 
thdr ftmelions. In order to make aaa of thia proceSB in the prepara- 
tioD of acetio acid on a large scale, alcohol diluted with water — dilated 
brandy, beer, or wine — is exposed to atmospheric air by as large a 
surface as possible; therefore a large cask, bored with holes, is 
filled with wood shavings, and the dilnte alcohol is allowed to perco- 
late gradually through the shavingg. These serve not only to ensuiB 
that as large a eorfooe as possible is exposed to the atmospheric 
oxygen, but they also guarantee the necessary nutrient material to 
the bacteria. 

The second technical method of preparing acetic acid is by the dry 
distillation of wood. By dry distillation is meant the decomposition 
of more complicated organic compounds into simpler ones, by the action 
of a high temperature in the absence of oxygen. Wood consists chiefly 
of cellulose, a carbohydrate (of. Lecture 8) ; the size of its molecule 
is unknown, but it has the empirical formula ^(CgHiQOj). When 
wood is heated in the presence of sufficient air, it is oxidised to 
the end-products, carbonic acid and water being the last stages in 
the oxidation ; but when it is heated in the absence of oxygen, the 
hydrogen and oxygen together with a portion of the carbon are split 
off in the form of volatile compounds, which distil over; part of 
the distillate condenses in the receivers as a liquid, part escapes as 
gas, and the remainder of the carbon remains behind in the retort. 
The dry diatillation of wood is often carried out for the purpose of 
obtaining charcoal or illuminating gas, and in this case, amongst 
numerous other products of distillation, acetic acid is obtained as a 
bye-product. In some manufactories the preparation of acetic acid 
is the chief object, and there the gases evolved on distillation, which 
consist of hydrogen, carbon monoxide, carbonic acid, marsh gas, 
acetylene, ethylene and other hydrocarbons, are used for heating the 
iron retorts, by which means a large amount of fuel is saved, which 
would have been otherwise necessary to complete the distillation. If 
the carbonisation be well oanied out, the quantity of acetic acid 
obtained should be 7 to 9 per cent, of the weight of the wood used. 

The liquid products of the distillation form two layers in the 
receivers. One layer, the so-called wood-tar, consists of substances 
which do not mix with water ; they are chiefly benzene, toluene, 
phenol, naphthalene, paraffin, and many others which will be met 
with later. The other layer consists of water-dissolved substances, 
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and this is raw wood vinegEir, of which the chief constituent is acetic 
acid ; it also contains formic acid, propionic acid, butyric acid, 
valerianic acid, acetone, phenol, and a large -amount of ' wood spirit ' 
(methyl alcohol). 

The raw wood vinegar is poured off and distilled from copper 
vessels ; the vapour is carried through mil& of hme, which retains 
the acetic and other acids, whilst the methyl aJcohol, acetone, and the 
other non-acid and eaBily volatile compounds pass through and are 
collected in cooled receivers. This fonns raw wood spirit, which is 
first diluted with water, whereby oily impurities are precipitated, and 
then fractionally distilled over hme. 

The milk of lime is converted into a solution of calcium acetate, 
which is evaporated down ; it is then treated with concentrated hydro- 
chloric acid, avoiding an excess, and on distillation the acetic acid 
passes over. This can be further purified by a very laborious 
process, which consists in preparing and orystalliaing out the sodium 
salt, recrystallising it, and then again distilling it with concentrated 
sulphuric acid. As acetic acid is very resistant to oxidising agents, 
it can also be purified by distillation with potassium bichromate or 
permanganate. 

Impure wood vinegar has been used in medicine under the 
name of acetum pyrolignosum (pyrolignic acid) as a disinfectant ; 
though now out of date, it is yet found in some pharmacopoeias, but 
it is still made use of as a preservative agent for woodwork, ropes, 
meat, etc. 

Both the acetic acid prepared by the quick vinegar process and that 
prepared by the dry distillation of wood are used as table vinegar ; an 
aqueous solution containing 3 to 6 per cent, acetic acid is generally 
employed for this purpose. 

Of the esters of acetic acid, the ethyl or acetic ester, ather 
acetictis, is ofiicinal, and is used as a flavouring agent in pharmacy. 
It is prepared by distilling sodium acetate with alcohol and con- 
centrated sulphuric acid on the water bath. Sulphuric acid in this 
reaction plays a similar rdle to that mentioned under the prepara- 
tion of ether (p. 34). Acetic eater is specifically lighter than water, 
with which it only partially mixes ; it boils at 75° C, and is used as 
a solvent in analytical chemistry. 

The methyl ester of Eicetic acid is an interesting example of 
isomerism; it has the same vapour density as the ethyl ester of 
formic acid and therefore the same molecular weight, and also the 
same percentage composition CaHgOj : 
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I I 

H H 

Uetbjl acetate Etliyl fornuU. 

Tbe physical properties, e.g. the boihng-points, of the two esters 
are different, but their difference is not determinable only by their 
physical properties. Their action on the olfactory nerves is different ; 
they both have a pleasant, but quite different, odouj. Both esters 
are prepared in an exactly analogous maunor to acetic ester. 

Just as aoetic acid can combine with alcohols with loss of water 
to form neutral compounds, so also two molecules of acetic acid can 
combine together with loss of water to form tbe neutral compound, 
acetic anhydride. This is best prepared by the action of acetyl 
chloride ' (p. 55) upon sodium acetate : 

HO OH HOOH 

I II III I II II I 

H-C-C-C1 + Na-0-C-C-H = NaOl + H- C-C-O-C-C-H. 

I III 



The formulae are written in this complicated manner in order to 
show the valencies of the atoms, and the manner of their linkisg ; 
they can be written more simply as follows ; 

CH3COCI + NaOOOCH, B NaCl + (CH,CO},0. 

Acetic anhydride is a mobile pungent-smelling hquid, boiling 
at 137° G. 



3CH,C00H + 3PC1, = 30H,C0C1 + 3HC1 + PA. 
CH,COOH + PCI, = CH,C0C1 + HCI + POCl,. 

ronp, e.g. the alcohols, m 
It pentaohloride ; 

C^,OE + PCI, = C^.C1 + POCl, + HCL 

the hTdroiyl group being replaced by a chlorine atom.] 
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By the action o( ammonia upon acetyl chloride acetamide ie 
formed: 

U O H H H 

I II I I II I 
H— C — C — CI + H — N = HCl + H — C— C — N 

I I II 

H H H H. 

or more Bimply : 

CHjCOCl + NH, = HCl + CHjCONH,. 

Acetamide fonuB orystals, whiob melt at 62° C. and boil at 332° G. 
A second method of preparing it oongiats in allowing ammonia to 
act upon acetic ester : 

CH3C00(CjHs) + HNK, = HO(0,Hs) + OH,CONH, 

and a third method by submitting ammonium acetate to diBtiUation, 
when it loses a molecule oE water, and acetamide distils over : 
CH,COO(NH,) - H,0 = CHjCONH,. 

When acetamide is heated with a dehydrating agent, such as 
phosphoric acid anhydride (phosphoruB pentoxtde), it loses a second 
molecule of water, and aoetonitrile, a colourless liquid, boiling at 
82° C, is obtained : 

CHjCONH, - H,0 s CHjCN. 

This compound, together with the isomeric isonitrile, will be 
referred to in greater detail under the cyanogen compounds (cf. Lec- 
ture 10). 

Acetamide has no direct physiological interest, as it does not 
occur in our bodies. Its three methods of preparation were mentioned 
because by these same methods urea, the most important nitrogenous 
end-product of our metabolism, can be artificially prepared by syn- 
thesis, from which it follows that urea must also be an acid amide 
(cf. Lecture 11). 

[Acid amides are derivatives of ammonia, in which one or more 
of its hydrogen atoms are replaced by acid radicals. Amines are 
derivatives of ammonia, in which the hydrogen atoms are replaced 
by alkyl radicals, compare methylamine.] 

Acetamide must not be confounded vrith the very important physio- 
logical compound amino-acetic acid, glycocoll, or glycine. Amino- 
acetic acid is also derived, like acetamide, from acetic acid by the 
introduction of the amino radical NHg ; in tlie formation of acet- 
amide the amino radical takes the place of hydrosyl in the carboxyl 
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group, whilst in the fonnation of amiDo-acetio acid it takea the place 
of a hydrogen atom Id the methyl group : 



H— C- 

I 



I 

I — N- 



Acetamlde. Amlno-ooetlo add or Bljoocoll. 

Glycocoll is prepared synthetically by heating monochloracetic 
acid with ammonia : 

CHjClCOOH + HNH, = HCl + CH,(NH,)COOH. 

Acetamide hae a neutral, amino-acetic acid or glycocoll a 
slightly acid, reaction ; both compounds behave as bases, forming, 
for example, with hydrochloric acid, substituted ammoniom chlorideB ; 
they iire ahle to add themselves to hydrochloric acid because they are 
substituted ammonias : 



H 



E— N — OCCHj H — N — CHjCOOH 



Amlno-sDeUc sold. 



I II 

H — N — H H— N — OCCH, H— N — CHXOOH 

/\ /\ /\ 

H CI H CI H CI 

Acetamide is not an acid, although one hydrogen atom of its 
amino-group can be substituted by certain metals, e.g. mercury, form- 
ing the compound 






but glycocoll is both an acid and an amine, since it contains a 
carboxyl group with a hydrogen atom capable of substitution by 
metals, e.g. it forms a beautifully crystalline copper salt : 



Glycocoll (glycir 






OH,(NHj)COO^ 
i) consists of colourless crystals which are easily 
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soluble in water, but inaoluble in alcohol. It occura, combined with 
benzoic acid, in the animal organism as hippuric acid (cf. Lectures 
13 and 1} in the urine, and combined with oholalio, or cholic, acid in 
the bile as glyoochollc acid. It is without doubt a hydrolytic decom- 
position product of proteins. It can be prepared in large quantities 
toy the hydrolysis of gelatin (cf. Lecture 17), the chief constituent 
of bones and connective tissue, hence its name glycocoll (sweet glue). 
It is probably one of the precursors of urea in our body, for, when 
glycocoll is introduced into the stomach a corresponding increase of 
urea is foond in the urine. 



[The oxidation products oE ethane so far described, namely ethyl 
alcohol, acetaldehyde, and acetic acid, are formed by the replacement 
of the hydrc^en atoms attached to one of its two carbon atoms by 
the hydroxyl group ; 

CH, CH, CH, CH, 

I I 1 I 

CHj CHjOH CHO COOH 

Xthine. Btbjl olcabol. AcEtaldeb^ds. Acetio uid. 

If we replace the hydrogen atoms attached to both the carbon 
atoms by hydroxyl groups, we obtfun the following long series of 
compounds : 

CHoOH CHO COOH CHO COOH COOH 

I I I I I [ 

CH,OH CHjOH CH,OH CHO CHO COOH 

QlTooL OljoDlUc aifcoOla aiyoiei. OljoijUo Oiallo 

aMsbjde. sold. Boid, aold. 

These compounds are no longer simply an alcohol, an aldehyde, 
or an acid, but they are either alcohol plus alcohol, alcohol plus 
aldehyde, alcohol plus acid, aldehyde plus aldehyde, aldehyde plus 
acid, or acid plus acid at the same time, i.e. they have either two kinds 
of properties (cf. glycocoll) or a reduplication of one property. 

Glycol is a dihydric alcohol, i.e. a compound containing two 
hydroxyl groups, the terminal syllable -ol being given to all alcohols. 
It was prepared in 1859 by Wurtz, and like most compounds con- 
taining two or more hydroxy! groups, has a sweet taste, hence its 
name from yXuKvc, sweet. It can be obtained by boiling ethylene 
bromide with water and potassium carbonate (p. 10) : 

CELBr CH^OH 

I + H,0 + KjCOj = I + 2KBr + CO,. 

CHjBr CHjOH 
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Glyoollic aldehyde is a hydrosyaldebyde, and oan be obtained 
directly from glycol by oxidation : its empirical formula is CjHiOg, 
and it is therefore an isomer of aoetio acid. It is the first representa- 
tive of the series of carbohydrates, the most important of which are 
those containing six atoms of carbon (cf. Lecture 8).] 

Glyoollic acid, also called hydroxy ace tic acid, can be prepared by 
boiling monochloracetic acid with potassium or silver hydroxide, or 
by the action of nitrous acid upon amino-acetic acid, or glycine. 
This latter is the typical reaction which is generally used for replacing 
the NHj radical by the hydroxyl radical : 



CR,NH, 












CH.OH 


1 




HONO 


= H,0-f 


N, 




1 


COOH 












COOH. 



Glycollic acid forms colourless crystals ; it does not occur in the 
animal body, and is of no physiological interest. 

[Qlyosal is the dialdehyde of glycol, and is prepared by the oxida- 
tion of acetaldehyda with nitric acid; as it is a dialdehyde it can 
unite with two molecules of bydroxylamine and phenylbydrazine, and 
react with two molecules of hydrocyanic acid. 

Glyoxylio acid is best prepared by reducing osalio acid with 
sodium amalgam. It is of importance, as it is now employed as a 
reagent in testing for proteins.^] 

Oxalic acid is very widely distributed in the animal and vegetable 
kingdoms, and is of great physiological and pathological interest, A 
method of synthesising it has been described (p. 3), and also its 
preparation by the oxidation of carbohydrates with nitric acid 
(pp. 2 and 42). 

Oxalic acid crystallises from water, with two molecules of water 
of crystallisation, io colourless monooUnic prisms. It loses its water 
of crystalhsation when the crystals are dried at 100° C, or at the 
ordinary temperature over sulphuric acid. It is important to 
remember this, as oxalic acid is often used in the preparation of 
standard solutions. Anhydrous oxalic acid, when gently heated, can 
be sublimed without charring or separation of carbon, but with 
partial decomposition. On further heating it breaks down into 
carbonic acid, cEirbon monoxide, and water : 

COOH 

I = CO, + CO + H5O. 

COOH 

At the same time a small quantity of formic acid is formed, which is 

' [Hopkins and Cole, Pnc. Boy. Soc. 1901, vol. IxvilL p. 21,] 
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probably to be regarded as an intermediate stage ia the complete 
process of decomposition ; it preBumably takes place as follows : 

COOH 

I = HCOOH + CO, 

COOH 

the formic acid then breaking down further into water and carbon 
monoxide. When oxalic acid is heated with glycerol, the decomposi- 
tion oeases at the stage of formic acid (p. 42). 

Osalic acid can be also synthetically prepared from formic acid by 
heating aodinm formate rapidly above 400° C. in the absence of air ; 
sodium oxalate ia formed and hydrogen evolved : 
COONa 
2HC00Na = H, + | 

COONa. 

When heated vritb concentrated sulphuric acid, oxalic acid is 
decomposed into carbon dioxide, carbon monoxide, and water. If 
manganese dioxide be added to a cold aqueous solution of oxalic acid, 
an effervescence of carbonic acid takes place, and the oxalic acid 
is completely oxidised to carbonic acid : 

COOH 

I + = H:,0 + SCOj. 

COOH 

The neutral salts which oxalic acid forms with the alkalies are 
soluble in water, those with the other inorganic bases are almost all 
insoluble, whereas the acid salts are soluble. In analytical chemistry 
oxalic acid ia used in the separation of calcium and magnesium ; 
calcium oxalate, even in the presence of ammonium chloride, is not 
soluble in water or in acetic acid, whereas magnesium oxalate in the 
presence of ammonium chloride is easily soluble both in water and 
in acetic acid. When calcium oxalate is rapidly precipitated from a 
concentrated solution, it forms very minute crystals, most of which will 
pass through filter-paper, but if it separates slowly it forms beautiful 
quadratic octahedra, whose prinoipalaxes are shortened, so that under 
the microscope they have the appearance of the so-called ' envelope ' 
oryatals. In this form it is deposited in the cells of plants, and in 
human urinary sediments. 

Oxalic acid is very widely distributed in the vegetable kingdom ; 
it circulates through the tissues either as the free acid, or as the 
alkali or acid calcium salt, but it is deposited as the neutral calcium 
salt. It is still a point of controversy whether the oxalic acid, taken 
into the animal body vdth the vegetable food, is converted by 
oxidation into carbonic acid and water, or whether it is excreted 
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nnchanged. It is not improbable that osalic acid appears in the 
urine as the end-product of the incomplete decomposition and oxida- 
tion of some of our foodstuff and that it occurs under pathological 
conditions in increased quantities. This may give rise to the danger 
of the formation of insoluble concretions of calcium oxalate in the 
urinary passages, in the pelyes of the kidneys or in the bladder ; the 
question of the conditions of the formation, solution, and separa- 
tion of calcium oxalate forms an important chapter of pathological 



The quantity of oxalic acid which enters the body with vegetable 
food, or which arises by metabolism, is always very small. If large 
quantities of artificially prepared oxalic acid be introduced into the 
animal body, it actB as a deadly poison. Gases of poisoning in man, 
resulting in death, often occur; in one case it was determined 
that Id grammes caused the death of an adult man in fifteen minutes ; 
in some cases calcium carbonate has been successfully used as an 
antidote. 

Oxalic acid oombines with alcohols, with elimination of water, 
forming esters in the same way as do formic and acetic acids, as 
already described ; the only difference is that oxalic acid, which is 
dibasic, forms two series of eaters, of which the one aeries are mono- 
basic acids and the other series neutral compounds, just as in the ease 
of sulphuric acid (p. 33) : 

COOH CO0(C,HJ COO(aH.) 

I I I 

COOH COOH COO(CsHj) 

OisUo uld. Ethf 1 asilla add. Diethyl oiHbte or oailc oMr 

In the same way oxalic acid forms two amides ; 
COOH CONHj CONH. 

i I J 

COOH COOH CONH, 

Oialioiwiii, Oiamlo aoia. OiBinWE. 

These are prepared in an analogous way to acetamide; oxamio 
acid is formed, by the loss of one molecule of water, on heating acid 
ammonium oxalate ; osamide on heating neutral ammonium oxalate. 
The amides of oxalic acid are of no practical or physiological inte- 
rest, but they are completely analogous to the physiologically 
important amides of carbonic acid, which are described in detail 
later (cf. Lecture 11). 

/OH /NH, /NHj 

C=0 C=0 C=0 

\>H \)H "^NH, 



Oubonlg ftdd. 
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LECTURE V 

the: HOMOLOOUES and IBOMEBS of the methane 8EBIES 

The Derivatives of Propane. Part I. 
In the second lecture mention was made of the homologous series 
of the saturated hydrocarbons, the so-called methane series, and the 
conception of homology was defined. Prom all the members of the 
hydrocarbons analogous compounds can be derived^alcohols, alde- 
hydes, acids, ethers, mercaptans, amines, etc. All these analogous 
derivatives, again, form homologous series in which the next member 
can be regarded as having arisen from the preceding member by the 
substitution of one of the hydrogen atoms attached to the carbon 
atoms, by a methyl radical. Every subsequent member thus contains 
an atom of carbon and two atoms of hydrogen more than the preced- 
ing one, as can be seen from the following table ; 

HvUBOCABGONa 





C,H»,., 


C,.Ha..aO 




C«HtaO, 


CH, 


Methane 


CH.O Uethjl alcohol 
CiaflO Ethyl alcohol 




Potmie acid 


CH, 


EthaDe 




Acfitic acid 


CjH, 


Propftoe 


C,H,0 Propyl alcohol 




Propionic acid 


c'h'o 


Ba^ne 


C^H.oO Botyl alcohol 




Butyric acid 


C5H13 


PentanB 


C.H,,0 Amylalflohol 




Valoriuilc acid 


cIHu 




CfiHijO Heiyl alcohol 




Caproic acid 


C,H„ 


Heptane 


C,H„0 Heptyl alcohol 






<^H, 


Octane 


CgH,„0 Octyl alcohol 




Caprylic acid 


(Wl™ 


Nonane 


C„H„0 Nonyl alcohol 






C^H^ 


Decane 


CioBhO Deojl alcohol 




J Capric acid 


c„a,4 


Undeoane 






, Undecylic acid 


cJi^e 


Dodecane 


C.jHjeO Dodecyl alcohol 




1 Laurie acid 




Tridecane 






, Trideoylio acid 


c!^ 




Ci,H„0 Tetradooyl alcohol 




^ UjTiabio acid 


CisHia 


PentadBcana 






, Pentadecylic acid 


cl^L 


Heiadecane 


CieH„0 Cetyl alcohol 




, Palmitic acid 


Ci7H,a 


Heptadeoane 






1 Margario acid 


C H^" 


Octadecane 


CisHjsO Octadecyl alcohol 




, Stearic acid 


c>" 


Nonadeoana 






., Nondecylio acid 


CoH^ 








, Arachic acid 


C„H« 










<^H^ 


Docosane 




C,jH„0 


J Behenio acid 


CmH48 


Triooaane 








C^H„ 






C^H^O; 


g Ligoocorio acid 






C„H„0 Coryl alcohol 


C^5,0, 


J Cecotic acid 














CjoH^O Myiicyl alcohol 


c^«,o, 


J Melissio acid 


C3iH„ 










S-S» 











CeoHijj Heiaoontane 
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Just as the alcohols and acids form homologous series, so also do 
the aldehydes, ethers, mercaptans, etc. The physical properties of 
the individual members, their melting points, boiling points, specific 
gravities, solubilities, etc., vary with the number of carbon atoms by 
regular increments, as already noticed in the hydrocarbons (p. 21). 

The majority of the members of the same homologous series have 
essentially the same chemical properties ; they react In the same 
way, form the same compotmds, and possess the same capacity for 
substitution. Hence it is unnecessary in an elementary test-book to 
describe the chemical properties of the derivatives of each member of 
a series of hydrocarbons ; and it is sufficient to describe the varia- 
tions from the general rules which occur in the practically important 
compounds, as has been done in the lectures on the methane and 
ethane derivatives. 

Amongst the higher members of the methane series we meet with 
the difficult phenomenon of isomerism, which has been already 
mentioned when discussing the saturated hydrocarbons with sis 
carbon atoms, in which five isomers are possible {p, 19). Not only 
does isomerism exist amongst the hydrocarbons themselves, but also 
amongst all their derivatives. 

The first three members of the hydrocarbons show no isomerism. 
A different arrangement of the carbon and hydrogen atoms is a priori 
not conceivable presuming that there is complete saturation. 
Amongst the derivatives, on the other hand, isomerism commences 
with the third member ; if a hydroxyl group substitute a hydrogen 
atom in propane, two arrangements are conceivable : 
CH, CH, CH, 

1 I I 

CH„ CH, CHOH 

I I I 

CH, CH,OH CH, 

Propane. Normal propjl aloohol, laopropyl »IflolioL 

The hydroxyl group can either take the place of one of the three 
hydrogen atoms attached to either of the end carbon atoms, or it can 
take the place of one of the two hydrogen atoms attached to the 
middle carbon atom. The two propyl alcohols mentioned above have 
actually been, and no more can be, prepared ; the one boils at 97° 0. 
and has a specific gravity 0-80i, the other boils at 81° C. and has a 
specific gravity 0-789. Now, that propyl alcohol in which the hydroKyl 
group and two hydrogen atoms are attached to the same carbon 
atom, gives, on iDxidation, an aldehyde and then an acid, the other 
gives acetone; experiment has shown that the alcohol with the 
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higher boiling point gives the acid, and that the other giv^ acetone. 
The former alcohol is called normal ptopyl alcohol, the latter 
iaopropyl alcohol. This latter is obtained by the action of nascent 
hydrogen upon acetone, into which it is reconverted on osidation : 

CH, CH, CH, CH, CH, 

I I II I 

CH. CH. CH, CHOH C~0 

I I I I I 

CHjOH H — = HO — C = CH, CH, 

Normal propyl FioploDfc Propionic Jsopropjl AoetoQC 

alooboL aldehyde, wiid, alwboL 

Normal propyl alcohol is a oonstituent of the so-called 'fusel oil,' 
which consists chiefly of the higher members of the homologouB 
series of alcohols ; they are formed in small quantities together with 
ethyl alcohol in the fermentation of sugar ; they have a higher boiling 
point, and therefore they remain behind after distilling off the ethyl 
alcohol in the rectification of the raw spirit. Fusel oil contains 
propyl-, butyl-, and amyl- alcohols. The normal propyl alcohol is 
obtained from it by fractional distillation. 

Acetone is a very important compound, as it is the first member 
of the homologous series of ketones, and it bears the name also of 
dimethylketone. Ketones are compounds of the divalent radical car- 
bonyl \C0 with two monovalent alkyl radicals ; e.g. diethylJtetone 
{CjHs)aOO, methylpropyltetorw (0H3)C0(CsH,) etc. A general 
method of preparing ketones consists in allowing the acid chlorides 
to act upon zinc 'alkyl compounds : 



CHjCOCl 


/CH, 




+ 


= ZnCl, + 2CH5COCH 


CH3COCI 




Acetyl oblorlde. 


Zinc Dietbyl. 


Aflrton^. 



When calcium acetate is heated in a retort, calcium carbonate is 
formed and acetone distils over, which can be collected in a well- 
cooled receiver : 



CHjCOO 
CHjCOO 



/CH, 
= CaC03+C=0 

Vjh,. 



[Acetone is one of the products obtained in the dry distillation of 

y 2 
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wood (p. 56), by which method it h prepared oq the large scale ; it 
OCG11T8 in the distillate with the methyl alcohol from which it is 
separated.] 

Acetone is a light, volatile, aromatic smelling liquid which ia 
miscible with water, alcohol, and ether, and bolls at 56° C ; from its 
aqueous solution it can be separated by satnratioa with salts. It 
often occurs in small quantities in normal urine. In certun 
anomalies of metabolism, especially in diabetes mellitus, it appears 
in some quantity in the blood, from which it passes into the urine 
and also into the expired air. 

[Oxidation may be regarded as the replacement of a hydrogen atom 
by the hydroxy! group OH ; e.g. a hydrogen atom of propane can be 
replaced by the hydroxyl group OH, giving normal propyl alcohol or 
isopropyl alcohol ; these are therefore the first oxidation products of 
propane. On further oxidation another hydrogen atom is replaced 
by the hydroxyl group, and this occurs at that carbon atom to which 
oxygen is already attached, thus : 

CH, CH. CH, 

i I I 

CH, -> CH„ or CHOH 

I I I 

CH, CHjOH CH, 

Horms] propyl slCDbal. iMptDp;! Bloabol. 



CH, I/,!?^I 

I OHi |N0Hi 
=C<QoHJ CE, 



These hypothetical compounds do not exist ; they immediately 

lose a molecule of water forming propionic aldehyde and acetone 
respectively : 

CH, CH, 

1 I • 

CH, C — O 

I I 

H — C — CHj 

FiDpLanIo aldebTde. Aeetone. 

In general, two OH groups cannot exist attached to one and the 
same carbon atom. 

On further oxidation the same process occurs, namely, replace- 
ment of H by OH ; propionic aldehyde is converiied into propionic 
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acid, but aoetooe is broken down into aoetio acid, carbonio acid and 
water: 

CH, CH, 

CH, C — O + COj + H,0 

I I 

HO — C — OH 

FtDplcinlD nald. Aoetio Kid. 

' Primary alcohols such as normal propyl alcohol, are thus 
distinguished from secondary alcohols, such as isopropyl alcohol : 
primary alcohols on oxidation give first aldehydes, and then acids ; 
secondary alcohols give ketoneB, which, on oxidation, lose carbonic 
acid yielding an acid containing fewer carbon atoms than are oon- 
tained in the original alcohol.] 

It may be well here to insist upon the following general principle 
of organic chemistry : The first carbon atom in a molecule which is 
attacked by oxygen is that one to which an oxygen atom is already 
attached. 

From acetone sulpbonal, which is an important pharmacological 
compound, is prepared ; it was discovered by Baumann,' and is 
much used, and still more misused, as a hypnotic. Ethyl mercaptau, 
CgHjHS, which is analogous to noethyl mercaptan in preparation 
and composition, and like it a nanseoos smelling liquid, boiling 
at 36° C, is mixed with anhydrous acetone and gaseous hydrogen 
chloride is passed into the mixture. This acts as a dehydrating 
agent, and the following compound, mercaptol, which may be 
regarded as a substituted methane, is obtained : 

CH, 

L : H;8(C»Hi) H,C. ,S(C„HJ 

C^O + I - H.0 + >C< 

L :._ H|S(C,HJ H,C^ ^S{C,Hs) 

Aortooa. Bthjl Mercaptol. 

When this compound is oxidised with potassium permanganate 
at the ordinary temperature, four oxygen atoms enter the molecule 
and sulpbonal is formed : 






[The sulphur atoms are here hexavalent.] 

' E. BftumanD, Ber. d. d. chem. QeteJhck. 1886. vol. lii. p. 2808. 
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Sulphonal formB crystals which are soluble with difficulty in 
water ; upon this insolubilUy perhaps depends its alow and long- 
maintained action. The hypnotic action of sulphonal appears to be 
bound up with the ethyl radicals, for the methyl compound 

H,C^ ^80,(CH,) 
does not produce sleep, whereas the compound 
C-H., ,80,{CH,) 
yK 

does. Hence it has been supposed that the analogous compounds 
with three (trional), and four (tetronal), ethyl radicals 

oh/ ^SOj(CaHJ C^H/ ^SO^CCjH,) 

Trional, TetmnaL. 

would act more strongly as inducers of sleep than sulphonal. This 

supposition seems to be confirmed by experience.' 

In the case of butane, the fourth member of the marsh gas series, 
two isomeric hydrocarbons are theoretically possible : 
CH, CH, 

I I 



I 
CHj 

More hydrocarbons of the composition C4H10 are not conceivable, 
and only two have actually been prepared. The number of alcohoU 
which can be derived from them is four, and four only are actually 
known : 

CH. CH, ■ CH. CH, 

III I 

CH, CH, C — H C — OH 

I I /\ /\ 

CH, CHOH CH, CH,OH CH, CH, 

I I 

CHjOH CH, 



' See E. Banmann and A. Kasb ' On the BektioQS between Chemioal ConetitD- 
] and Pb;siologioal Action in Certain Saig'b.oaee,'' Z.f.phyaiol. Ch«m. 1889, 
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Two of these four alcohols (I. and-III.) on oxidataon should give 
aldehydes and then acidB, the third (II.) should give metbylethylketooe, 
and the fourth (IV.) should break down on oxidation into smaller 
molecules ; for, according to the above rule, oxygen will attack that 
particular carbon atom to which the bydroxyl group is already 
attached. This carbon atom bos its other three valencies satis- 
fied by other carbon atoms, and if more oxygen llnkings are to 
be attached to it, this can only take place after the previous sepa- 
ration of a neighbouring carbon atom. All these theoretical as- 
sumptions have been actually confirmed by experiment, and these 
examples serve to demonstrate the inestimable value of the structural 
theory. 

An alcohol which contains the hydroxyl group and two hydrogen 
atoms attached to the same carbon atom, that is, contains the 
monovalent radical CHjOH, which on oxidation is converted firstly 
into the aldehyde radical GHO, and on further oxidation into the 
acid, or carboxyl radical, COOH, is called a primary alcohol. 

An alcohol which contains the hydroxyl group and one hydrogen 
atom attached to the same carbon atom, that is, contains the divalent 
radical ^CHOH, which on oxidation is converted into a ketone 
radical NuO, is called a secondary alcohol. Finally, an alcohol 
which coDtains the trivaleut radical =C— rOH, which, on oxidation, 
breaks down into smaller molecules, is called a tertiary alcohol. 

In the case of pentane, the fifth member <A the methane aeries, 
three isomers are possible, all of which have been actually prepared : 

CH. CH, CHj CH, 



I I 

CH, CH 

I /\ 

CH, CH, CHj 



The first of these three hydrocarbons, called normal pentane, 
yields three alcohols — one primary and two secondary — according as 
the hydroxyl group is attached to one of the oarhon atoms next to 
the methyl groups, or to the carbon atom in the middle. 

The second hydrocarbon gives two primary, one secondary and one 
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tertiary aloohol, and the third aae gives only & primary aloohol, since 
all the four methyl radicals have the same position with regard to the 
middle carbon atom. 

[The following formulee make this clear : 

CH, CH, CH, CH,OH CH, CH, CH, 

I I 1 I I II 

CH, CH, CH, CHj CH, CHOH OH, 

I I I I I II 

CH, CH, CHOH CH CH CH C — OH 

III x\ y\ /\ /\ 

CHj CHOH CH, CHaCH, CH,CH,OH CHjCHjCHjCH, 



GH,OH CH, CHj 



CHjCH, 

m. 1 



Upon oxidation these eight alcohols will yield four different 
aldehydes, and then four acids, and three ketones, hut the eighth or 
tertiary alcohol wlU break down on oxidation into molecules contain- 
ing fewer carbon atoms. 

All these suppositions have been experimentally proved ; eight 
amyl alcohols and four valerianic acids, [as the alcohols and acids 
derived from these pentanes are called], have been prepared. 

A carbon atom which has all its four valencies satisfied by other 
carbon atoms, as in the third isomer of pentane, is known as a 
quaternary carbon atom. 

A tertiary carbon atom is one which has three of its valencies 
satisfied by carbon atoms, and its fourth saturated by a hydrogen 
atom; this forms the trivalent radical methine =GE, and if a 
hydroxyl group takes the place of the hydrogen atom, the tertiary 
alcohol group, =G— OH, is formed, which by oxidation is separated 
from the neighbouring carbon atoms. 

A secondary carbon atom is one which is united to two other 
carbon atoms ; when two hydrogen atoms satisfy the other valencies 
of this carbon atom it gives the divalent radical methylene =CH3, and 
when one of these hydrogen atoms is replaced by faydroxyl, the 
secondary alcohol radical =GHOH is formed, which on oxidation is 
converted into the ketone, or carbonyl, group =C=0. 



n,g,i,7cd by Google 



H0M0L0GUE8 AND ISOMERS OP THE METHANE SERIES 73 

A 'primary carbon atom is one which is attached to only one other 
carbon atom, and must stand at the end of a chain ; it forms the mono- 
valent radical methyl — CHj, when thrse hydrogen atoms are attached 
to it, and if one of these hydrogen atoms be replaced by a hydrosyl 
group, the primary alcohol group — CEjOH is formed; tiiis, on 
oxidation, gives the aldehyde group — CHO, and then the carbozyl 
group -COOH. 

A chain of carbon atoms, as in the first of the three pentanee, 
in which no one carbon atom is attached to more than two others, is 
called normal, the other carbon chains branched, or iso-compounds. 
These designations are sometimes indicated by placing »- or i- [or 
better iso-, e.g. iso-pentane] before the name. 

The five isomers of hexane, the sisth member of the methane 
' series, have been already mentioned (p. 19) ; it can easily be deter- 
mined that seventeen isomeric alcohols can be derived from them, 
and of these eleven are already known. 

The namber of isomers in the higher members of the methane 
series increases very rapidly with the nmnber of the carbon atoms. 
The possible number of isomers of the compounds having the com- 
■ position CTHieisQ; ofCgHisis 18; of GgHaoisSS; of CmHajisTS; of 
CiiHg4isl59; of CuHseis 355; and of CiaHjais 802. Attempts to 
prepare all these possible isomers have naturally not yet been made, 
but in order to give an idea of the unceasing labour which has over- 
come the experimental difficulties in the preparation of isomers, 
both of the methane series and of other series and groups of hydro- 
carbons and their derivatives, it may be stated that fifty-five isomers 
of the compound CaH.pOa have been already prepared and investi- 
gated ; the number of its possible isomers is still greater. 

In face of these facts we can realise how great are the difficulties 
which confront physiological ohemistry, one of the chief objects of which 
is the study of the proteins, with at least 700 carbon- atoms in their 
molecule ! The protein molecule, however, does not consist of long 
chains of carbon atoms, but is made up of a large number of small 
chains which are linked together by oxygen, by sulphur, or by nitrogen 
atoms. No chain with more than twelve carbon atoms is at present 
known in the protein molecule. So many isomers are possible from 
the manner of the linking of these chains that, at the present time, 
the establishment of a structural formula for a protein cannot be 
thought of. 

The formation of so many isomers is not only the chief difficulty, 
but it is also the essential characteristic, of organic chemistry. 
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iDorganio ohemistry furoiBhea us with scarcely any esamples of 
isometism; that of atumoiiimn nitrate and hydroxylamine nitrite is 
one of the few instances known : 

NH^ONO, NH;,(0H)H0N0 

AaunoDlqm nltnt<^ HjdroijluDlne nitrite. 

[It will be seen that each of these two substances has the 
empirical formula HjNjOa.] 
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LECTTJEB VI 

THE DERIVATIVES OF PBOPAKE AND BUTANE AND BTEREOIBOMBBISU 

A. The Derivatives of Propane, continued. Stereoisomerism. 

On oxidation, normal propyl alcohol, as previously descHbed (p. 66), 
yields firstly an aldehyde and then an acid, propionic acid, which 
Is a liquid very similar to acetic acid. Just as in acetic acid, so 
also in propionic acid, one of its hydrogen atoms can be easily sub- 
stituted by chlorine, but in the case of acetic acid only one mono- 
ohloracebic acid is possible, whereas in the case of propionic acid two 
isomeric monoohloropropionic acids can be obtained: 

CH, CH,C1 

CHCl CH. 

I I 

COOH COOH 

H-cUoroproploDlc add. ^-cliIoropj'opiODLc add. 

Similarly, two bromo- and two iodo-propionic acids can be 
obtained. By the action of silver hydroxide, the halogen atom in 
these compounds can be replaced by a hydroxyl group, and the two 
corresponding isomeric hydrosypropionic acids, or lactic acids, are 
obtained : ' 

CH, CH-OH 

[ I 

CHOH CH, 

I I 

COOH COOH 

B-hydtoiypropionlc »cid or (^hJd^QIn)^oplonio «oid or 

ettafUdene lActlo Aoid. ethylene laotio acid or b^dncrylio odd. 

The a- and ^-hydroxypropionic acids are called ethylidene and 

' The pioneer work o( Joh. Wislioenua upon the lootia adds should be read 
before all otbera, lAebig'i Aim. d. Chtm. 1873, vole, clivi. p. 3, clivii. pp. 302 
andUe. 



n,g,i,7cd by Google 



76 ORGANIC CHEMISTRY TOR MEDICAL STUDENTS 

ethylene la.ctio acids, because they contain the isomeric divalent 
radicals ethylidene and ethylene : 
H 

I I 

H— C— H H— C— H 

I I 

— C— H H-C~-H 

I I 

Etbrlfdeas. Bthjluui. 

Ethylene laotio acid also bears tbe name hydr&crylic acid, because, 
on heating, it loses a molecule of water and is converted into the 
unsaturated acid, acrylic acid, in which we assume a double bond 
(of. Lecture 7) : 

CK,OH ca, 

I II 

CH, -H„0 = CH 

I I 

COOH COOH 

n^raorylii: acid, AcryLlo acid. 

These two hydroxypropionic acids, ethyUdene and ethylene lactic 
acids, are distinguished by their oxidation products; ethyUdene 
lactic acid yields on oxidation acetic and carbonic acids ; ethylene 
lactic acid, on the other hand, yields oxaUc and carbonic acida; 
it does not yield acetic acid, since it does not contain the methyl 
radical. 

Ethylene lactic acid does not occur in the animal body, and is 
only of theoretical interest. Ethylidene lactic acid, [known generally 
as lactic acid], is, however, of great physiological interest; it is widely 
distributed in the animal body, and occurs as a metabolic product of 
many micro-organisms. 

Lactic acid is a syrupy liquid, which mixes with water in all pro- 
portions, and volatilises with it in considerable quantities when the 
water is boiled. At a pressure of 1 mm. it can be completely dis- 
tilled without decomposition at 109-125° C The distillate solidiiiea 
in a freezing mixture to a crystalline solid, which begins to melt at 
-H8° C 

In the investigation of lactic acid we come upon a new difficulty. 
The lactic acids which arise as a result of the metabolism of different 
cells are not identical, although the structural formula allows of only 
one ethylidene lactic acid, and although these ethylidene lactic acids 

' F. Kratft and W. A. Dyes, Ber. d. d. c/iem. aeseilKh. 1895. voL iiviii. p. 2589. 
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behave alike in all their chemical reactions. The difference is In their 
physical properties, chiefly in their optical behaviour. The lactic 
acid, which is isolated from the muscular tissue of mammals/ has 
the property of rotating the plane oE polarised light to the right ; 
by tlie decomposition of cane sugar by certain bacteria a lactic acid 
is obtained, which rotates the plane of polarised light to the left,* 
and further by the fermentation of the milk sngar in milk an opti- 
cally inactive lactic acid is formed. 

This peculiarity, namely the existence of optically different sub- 
staaces which possess the same chemical structure, is found only in 
those compoundB which have a so-called asymmetric carbon atom, i.e. 
a carbon atom whose four valencies are saturated by four difiFerent 
elements or radicals; a carbon atom of this kind is contained in 
ethylidene lactic acid : 

CH, 

I 

H — C — OH 



This fact, that an asymmetric carbon atom determines certain 
physical properties, particularly the above-mentioned optical beha- 
viour, was demonstrated independently and at the same time, in 
1874, by Le Bel,' and van 't Hoff.* Their hypothetical explanation of 
this phenomenon was that the four radicals attached to the carbon 
atoms did not lie in one plane, but were arranged in three dimensions 
of space and in a quite definite order round the carbon atom. 

If we imagine the four radicals to be arranged in one plane round 
a carbon atom, an isomerism must occur when any two radicals are 
different from the other two : we should, for example, have met with 
isomerism already in dichloromethane — 

H H 

I I 



— but only one dichloromethane actually exists. 

If we imagine the four radicals to be arranged at different distances 

'• [This bas been called sarcoloctic acid, bnt the name onl; refers (o its origin, 
and its use abonld be diacontinaed.] 

' F. Schardinger. MonaUhefte f. Chem. 1890, vol. i!. p. 64S. 

' J. A, Le Bel, Bull. Soc. CUm. 1874, vol. iiii. p. S37. 

' J.B.fan 'fBfM, The Arrangement of Atoms mSpaee. (Longmtma: London. 
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from the carbon atom, isomeriam miist occtir when one radical differs 
from the other three. 

But if we imagine that the four radlcaU are placed at the samo 
diatEfnce from the carbon atom and from each other, but not in one 
plane/isomerism can only ocour when all the tour radicals are different. 
This is the case, if we imagine the carbon atom to be in the centre of 
a regular tetrahedron, and the four radicals to be situated at the four 
comers. When the four radicals are different, as e.g. in lactic acid, 
two arrangements are possible, which oannot be made to coincide by 
any rotation whatsoever : 



The one figure is in fact the mirror image of the other ; the order 
of the radicals H, OH, COOH, in the left-hand figure is clockwise, 
that in the right-hand figure is counter-clockwise. 

[The following formuUe represent the projections on a plane 
surface : 

CH, CH, 

.1 I 



I 



HO — C- 



If, however, the two radicals or elements attached to the carb.on 
atom be the same, as in dichlorome thane or in ethylene lactic acid, the 
two figures on rotation can be made to coincide : 





Thus, the existence of only one dichloromethane and only one 
ethylene lactic acid, but of two isomeric ethylidene lactic acids, 
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the one dextro-rotatory, the other Ifevo-rotatory, can be bypo- 
thetically explained. 

The thu^ modification of lactic acid, which ig optically inactive, 
is nothing but a mixture of the same number of moieculsB of dextro- 
and of lievo-laotic aoid. The one rotates the plane of polariBation the 
same number of degrees to the right as the other does to the left, so 
that their eETects exactly balance one another. This can be shown 
in two ways: firstly, the solubility of certain compounds of thedextro- 
and Isevo-acids, e.g. the strychnine salts, is different, and therefore 
they can be separated by fractional crystallisation.' Secondly, certain 
micro-organisms have the power of decomposing only one of the two 
isomers, leaving the other anattacked, or they decompose the one 
more quickly than the other. Thus, for example, Penicmivm glaucum 
decomposes the Itevo- more quickly than it does the dextro-acid, and 
consequently dextro-laottc aoid remains behind. 

This phenomenon occurs in all compounds which contain an 
asymmetric carbon atom, a lar^ number of which will be met with 
later. The dextro-rotatory compounds are designated by the prefix 
d-. the lievo-rotatory by t-, and the optically inactive mixture by i- or 
[dl-].^ This kind of isomeriBm, in contradistinction to thatof chemical 
structure which only explains chemical decomposition and synthesis, 
is called physical isomerism or sterecnsomerism [or^ptos, solid], as it 
can only be bypothetically explained by the stereometric arrangement 
of the atoms, i..e. by their arrangement in three dimensions of space. 

If a compound oontaining an asymmetric oarbon atom be syntheti- 
cally prepared only the optically inactive mixture is obtained, becaase 
the possibility of the formation of one arrangement is as likely as 
that of the other. By certain definite means the d- and the I- com- 
pounds can he prepared from this mixture. It is still an enigma to 
us under what conditions the activity of the living plant or animal 
cells produces one modification only, either the d- or the I- compound ; 
in spite of many experiments,' no one has' yet succeeded in obtaining 
directly by synthesis either a d- or an /- compound ; the synthetic 
preparation has only been attained by the separation of the previously 
synthesised inactive mixture.* 

' ThomM Purdie and W. Walker. Joar. Chem. Soc. 1899, vol. Iii. p. 76*. 

' [E. Fiacher prelerB hi designate the iQactive mixture of the active compoanda 
b; the prefix (il-, as (- is already used tor iao-; it also denotes the facts tratter. Ber. 
d. d. chem. OeulUeh. 1907, vol. xl. p. 102.1 

' E. Fischer and M. Slimmer, ' Experiments on Asymmetrio Sjnthesis,' Ber. 
d. d. chem. Oeiellsck. 1903, vol. xixvi. p. 257S. 

< [Marckwsild and also Mackensie have recently prepared optically active 
eompoiinda bj sjnthesiB, but the methods employed do not as yet gWe any clue as 
to how the living organism almost always produces Che optically active compound.] 
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The optical difference of these two isomers depends apon a dif- 
ferent arrangement of the titoms inside the molecule and not upon a 
different arrangement of the molecules themselves, beoause substances 
having an asymmetric carbon atom still retain their optical properties 
in solution, and also, as in the case of certain terpenes and camphors, 
in the gaseons state if they can be volatilised undecompoaed ; tor 
there are optically active substances, whose activity depends upon 
the arrangement of their molecules, such as the dextro- and leevo- 
rotatory crystals of quartz and sodium chlorate ; if either the deKtro- 
or leevo-rotatory crystals of this latter salt be dissolved in water, in 
both oases the solution ia optically inactive. 

The lactic acids are not the only important substitution products 
of propionic acid. The three following substitution products — alanine, 
serine, and cysteine — are of great physiological interest. Alanine is 
a propionic acid in which a hydrogen atom in the a-position {see 
p. 83) is replaced by the amino radical NHj, i.e. it is a-aminopro- 
pionio acid : 

CH,— CH{NH:,)— COOH. 

Serine is derived from alanine by the replacement of a hydrogen 
atom in the ^-position by a hydroxyl group : 

CHg(OH) — CH(NHj)— COOH 

and cysteine is serine in which the divalent oxygen atom of the 
hydrosyl group in the /^-position is replaced by a divalent sulphur 
atom : 

CHj(SH)— CH(NH,)— COOH. 

Each of these three substitutaon products contains an asymmetric 
carbon atom, and is therefore optically active : 

H H H H 

fill 

H — C — H H — C — H H — C — OH H — C — 8H 

ill I 

H— C — H H — — NH. H — C — NH, H — C — NH„ 

I I I I 

Ct=0 C^O = 0=^0 

I I • I I 

OH OH OH OH 

Froplfmic AIuIdsot Bfrina. CTatdii& 

■eld. a-uninoproploala add. 

Alanine is found amongst the ' hydrolytic ' decomposition products 
of gelatin, sillt and horn (keratin) ; these are proteins (cf. Lecture 17), 
all of which can be broken up with absorption of water when boiled 



DERIVATIYES OP PROPANE. STEBEOISOMEBISM 81 

with acida or alkalies, of by the action of fermeiitB, into a large 
number of compounds, which will be described later. This kind of 
decomposition, with absorption of water, is called hydrolytic decom- 
position. Amongst the decomposition products which result on boiling 
gelatin,' silk,^ hom,^ and certain other proteins with acida, alanine Ib 
found, always in its dextro-rotatory modification, as well as substi- 
tuted alanines, in which a hydrogen atom is replaced by the aro- 
matic radicals phenyl, or hydroxyphenyl, as in phenylalanine and 
hydroxyphenylalanine (or tyrosine) respectively ; the former is found 
in considerable quantities amongst the decomposition products of all 
proteins ; these latter compounds will be described under the ' aro- 
matic group.' (Cf. Lectures 11, 12, 13.) 

Alanine has been prepared synthetically by several methods — 
e.g. by the action of ammonia on a-ohloropropionic acid. It consists 
of colourless crystals, easily soluble in water. By the action of 
nitrous acid it is converted into lactic acid, and if dextro-rotatory 
alanine be used, dexti'o -rotatory lactic acid is obtained. 

Until some years ago serine bad only been identified with certainty 
amongst the products of the hydrolysis of silk* and horn*; Emil 
Fischer then supposed that it would also occur amongst the decom- 
position products of all other proteins, such as gelatin, caseinogen, etc., 
and this has now been definitely proven. 

Cysteine arises by decomposition and reduction— by the action 
of tin and hydrochloric acid^^from cystine, whose constitution is 
as follows : 

H.C S— S C HX — SH 

I I I 

H.,N — C — H H — C — NH, + H. = 2ILN — C — H 
I I I 

COOH COOH COOH 

Ojatlne. Cyatelne. 

By oxidation— by the action of atmospheric oxygen, of iodine, or of 
ferric chloride — cysteine is again converted into cystine. 

Cystine^ occurs amongst the hydrolytic decomposition products 

' E. Fischer, Levene and Adera, Z. f. pkysiol. Chem. 1902, vol. hit. p. 70, 

' Wejl, Ber. d. d. chem. Gesellach. 1888, vol. iii. p. 1529, and E. Fiajhet and 
A. Stita. Z. f. phyaiol. Chem. 1901, vol. xniii. p. 177. 

' E. Fischer and Th. Dorpinghaus, Z. f. phyaiol. Chem. 1903, vol. iiivL 
p. 463. 

' Emil Cramer, Joum. f. prakt. Chem. 1876, vol. xcvi. p. 76. 

' Emil Fischer, Ber. d. d. chem. Qeaellseh. 1902, vol. isiv. p. 2660 ; E. Fischer 
and Dorpinghaus. Z./.physiol. Chem. 1902, vol. xixvi. p. 462. 

* Baamann, Z. f. phyaiol. Chem. 1884, vol. Tiii. p. 299 ; Ber. d. d. chem. 
OtselUch. 1885, vol. xviii. p. 258. 

' The moat recent work on cystine ia bj K. A. H. Momer, Z.f. pkysiol Chem. 
1899, vol, xiviii. p. 595 ; 1901, vol. ii:xiv. p. 207. G.BmMen, i6ui. 1900, vol. uxii. 
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of proteins (especially horn or keratin). In certain rare anomalies of 
metaboliem it appears in the urine, and it sometimes forms stones in 
the bladder, since it is with difQonlty soluble in water. 



B. The Derivatives of Butane, and Stereoisomerism continued. 
Just as from propionic acid, so also from butyric acid, the 
next member of the homologous series of acids, some important 
physiological substances are derived, Prom the fourth member of 
the marsh gas series four butyl alcohols are obtainable (p. 70), and 
the two acids, normal butyric and isobutyric acids : 
CH, 
I CH-, CHj 

I CH 

CH, I 

I COOH 
COOH 

fJormal batjric acid. laobutyric add. 

Isobutyric acid has as yet been found only a few times amongst 
the products of the putrefaction of proteins, and in human excrement,^ 
It does not occur in our food or tissues, and therefore has al present 
no physiolc^ical interest. 

Normal butyric acid on the other hand is constantly formed in 
large amounts in the fermentation of carbohydrates (cf. Lecture 8) 
in our alimentary canal. Combined with glycerol it forms a consti- 
tuent of the fat of the milk of mammals (cf. Lecture ?). The free 
acid has a nauseous smell, and is the substance which renders rancid 
butter uneatable. The glycerol compound is not volatile, but when 
butter becomes rancid butyric acid, which is volatile, is aetfree. This 
acid is excreted by ground-beetles (Carabidte), and serves them as a 
protection against their enemies. 

When in normal butyric acid a hydiosyl group takes the place of 
a hydrogen atom three isomers are possible ; these are : ^ 

p. 94. E. FriedmuiD, Hofmeitter's Beitr. i. chem. Physiol, u. Path. 1902, vol. ii. 
p. 433 ; 1902, toJ. iii. p. 1 and p. 184 ; 1903, toI. iv. p. 486. A. J. Patten, Z. f. 
physiol. Chem. 1903, vol. xsxii.p. 350. In these papers the large amotuit of 
work on cystine and cjsteine is quoted. 

' L. Biieger, Ber. d. d. chem. Qesellsdh. 1877, vol. i 

' [Oij- is an abbreviation, used for purposes ot c< 
is the more accurate terminolog;.] 
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CH, CH, CHjOH 

I I I 

CH, CHOH CH, 

I I I 

CHOH CH„ CH, 

I I i 

COOH COOH COOH 

s-a^bab^rta add. p-0T;lnit]7^ Ml<L yoijbaCjTle aold. 

The substitution products of acids are designated by the Greek 
letters a, 0, y, and so on, according as the substituting element, 
or radical, is attached to the carbon atom next to the carboxyl 
group, or the following, or the next following, etc. Of the three 
isomeric butyric acids, the ^-compound is of physiological and patho- 
logical intereat. It occurs in the urine as a prodnot ot the incomplete 
oxidation of food in diabetes, and in other metabolic disturbances. 
When isolated from the urine it generally consists of a syrupy liquid, 
but, by repeated teorystallisation of its salts, it can be purified and 
obtained in plate-like crystals.' It contains an asymmetric carbon 



I 
CH,COOH. 

— and therefore can be obtained in a A- and I- form. In the human 
body, in the urine and blood ' of diabetic patients, the J-acid is that 
which is always found. 

As ;3-oxybutyric acid contains the secondary alcohol group CHOH, 
this must yield on oxidation a ketone group CO, forming a so-called 
ketone -acid : 

CH, 

I 

Ci=0 

I 



This acid bears the name ace to-acetic acid [diaoetic acid], and 
it can be regarded as being derived from acetic acid, by the replace- 
ment of a hydrogen atom of the methyl group by the monovalent 
acebyl radical, CHaCO, Acefeo-acetic acid ia often found in the urine 

• M^!nus-Levy, Arch. f. ex^per. Pathol, u. Pharmakol. 1901, vol. ilv. p. 389, 
' Hugounenq, Compt. rend. Sac. Bial. 1887. p. 161. 0. Minkowski, Investiga- 
tions on DialmUsmelUtua after Exlirpalum of the Pancreas (Vogel: Leipzig, 1893). 
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aocompanyiDg oxybutyric acid, and it is detected by the wine-red 
colour which it gives with ferric chloride. It brea.ks down easily into 
acetone (p. 67) and carbonic acid : 

CH,— CO— CHa— COOH - CO, + HjO + CH,— CO— CHj. 

Acetone is often found together with osybatyric acid and aceto- 
acetic acid in the urine, where it is revealed by its smell. It is also 
found in the blood of diabetic patients, from which, on account of its 
■volatility, it passes into the expired air. 

If energetic oxidising agents, e.g. nitric acid, be allowed to act on 
normal butyric acid, this is oxidised to an acid with two carboxyl 
groups, i.e. to the dibasic 



I + 80 = H,0 + I 

CH, CH, 

COOH COOH. 

Snccinic acid can also be synthesised atom by atom from its 
elements. The building up of ethylene from its elements, and its 
combination with bromine to form ethylene dibromide, has been 
described (pp. 7 and 10) ; ethyjene dibromide, when heated with 
potassium cyanide in alcoholic solution,' Ib converted into ethylene 
dlcyanide and potassium bromide : 

Br CsN 

I I 

CH, CH, 

I + 2KCN = 2KBr + | 

CHj CH, 

1 I 

Br CsN. 

After the alcohol has evaporated ethylene dicyanide remains as a 
solid crystalline mass, which, when boiled with caustic potash or 
strong hydrochloric acid, is decomposed, with absorption of four 
molecules of water, into succinic acid and ammonia : 

CsN COOH 

I I 

CH, CH, 

I + 4HaO + 2Ha = I + 2NH,CL 

CH, CH, 

I I 

CsN COOH 

' On tbe sjnlheais at potassium cjanide see Lecture 10. 
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I 



I 

CsN 



A second method of syntheei 
propionic Eioid into ^-oyanopropi 
stum cyanide, and then, on boi 
potassium succinate is formed : 



I 

COOK 
consietB in conyerting ;8-chloro- 
ooic acid, by boiling it with potaB- 
ling this compound with potash, 



I 



CH, 



¥ HjO t 2K0H = I 



COOH COOK 

The action of potassium cyanide upon the halogen compounds 
constitutes a general and useful method of introducing another carbon 
atom into a chain of carbon atoms, and of rising from simpler to 
naore complicated molecules. 

A third method of synthesising succinic acid is by the action of 
silver powder upon monobromacetic acid in a sealed tube at 130° C. ; 
COOH 
I 
CH, 



^2Ag 



. 2AgBr 



COOH 

I 
CH, 

1 
CH, 

COOH 



COOH 

From the three methods of preparing succinic acid cited above, 
its structure, as well as that of normal butyric acid, is unequivocally 
proved. 

Succinic acid was first obtained from amber (swcinum), hence its 
name. When amber is submitted to dry distillation, a brown acid 
liquid distils over, from which on evaporation succinic acid, deeply 
coloured, crystallises out ; after treatment with nitric acid and re- 
crystallisation, it is obtained in the form of colourless crystals, which 
melt at 182° C, and boil without decomposition at 235° C Its vapours 
have a suffocating smell, and provoke an irresistible desire to cough. 

Succinic acid is of interest physiologically : it is a metabolic 
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product of yeast; after alcohol and carbonic aoid, it is one of the 
chief products of the alcoholic fermen'.ation of sugar, its amount being 
exceeded only by that of glycerol (ct. Lecture 8). It also occurs 
during the "bacterial decomposition of carbohydrates and proteins, 
and in the vegetable kingdom it has been. found in lettuce, in worm- 
wood, in the poppy, in unripe grapes, and in other unripe fruits. 

Succinic acid appears to be very widely distributed in the higher 
animals and man ; it has been found in the spleen, the thymus, the 
thyroid, in wool-fat or lanoline, in hydrocephalic and hydrocele fluids, 
and it is especially abundant in the fluid contentsof Echinococcus cysts. 
It is of further phyBioIogioal interest in that it stands in very close 
relationship to malic and tartaric acids, which are contained in many 
of our foodstuffs, especially in all acid fruits and berries. 

[Succinic acid belongs to the series of dibasic acids, the first 
member of which is oxalic acid (p. 62). The nest member is malonic 
aeid, a compound often used in synthesis in organic chemistry. 
Then comes succinic acid with its important derivatives, and the 
next two members are glutaric and adipio acids. We have there- 
fore the following homologous series : 
. HOOC— COOH 
. HOOC— CH,— COOH 
. HOOC -CH,~CH,— COOH 
. HOOC-CH„-CH,— CH,— COOH 
. HOOC-CH,-CH,— CH,— CHj-COOH. ] 

1 aqueous solution of succinic acid and bromine 
in a sealed tube to p, high temperatm* and great pressure, two sub- 
stitution products are formed, namely, monobro mo succinic acid and 
dibromosuccinic acid, and by boiling the aqueous solutions of these 
acids with silver hydroxide, monohydroxyauccinic acid or malic acid, 
and dihydroxysuccinic acid or tartaric acid are obtained : 
COOH 



Oxalic acid 
Malonic acid 
Succinic acid 
Glutaric acid 
Adipic acid 

By submitting a 



COOH 

I 
CHBr 

I 
CH, 

COOH 

. COOH 
I 

CHBr 
I 

CHBr 
I 
COOH 



CHOH 

I 

CH, 

COOH 

COOH 

I 
CHOH 

I 
CHOH 

I 
COOH 
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Mfllic acid oontaioB an asymmetrio carbon atom — 

COOH 
1 
H — C — OH 
I 
CH,COOH 

— and we therefore expect it to esiat in a dextro- as well ae in a 
Itevo-rotfttory modification, and also as the optically inactive mixture of 
the tyto. Malic acid, as it occurs in nature in apples and other fruitB, 
is always lievo -rotatory, crystallising with diflfioulty and forming warty 
masseaof deliquescent, incompletely formed crystals. The synthetically 
prepared malio acid, like all synthetically prepared compounds, is 
optically inactive (p. 79) ; it can be resolved, by the fractional 
crystallisation of its cinchonine salts, into its dextro- and Itevo- 
componeuts. 

Tartaric acid contains two asymmetric carbon atoms, each of 
them with the same four radicals — 

COOH CHOHCOOH 

I I 

H— C — OH H~0 — OH 

I I 

CHOHCOOH. COOH. 

— and we must therefore expect a priori that it must exist in four dif- 
ferent modifioations, as follows : 

1. The arrangement of the four radicals round the two asymmetric 
carbon atoms is the same, and causes the destro- rotation of both. 
This will be dextro- tartaric acid. 

2. The arrangement of the four radicals round the two asymmetrio 
carbon atoms is the same, and oauses the Itevo- rotation of both. 
This will be lesvo- tartaric acid. 

3. The arrangement round one of the asymmetric carbon atoms 
oauses dextro-rotation ; that round the other causes leevo-rotation ; 
the two actions inhibit each other within the molecule, i.e. intra- 
molecularly, and therefore this will form an optically inactive acid, 
which cannot be separated by fractional crystallisation into a dextro- 
and a leevo-rotatory modification. 

4. A mixture of the same number of molecules of modifications 
I and 2. This will be an optically inactive acid, which can be 
separated by fractional crystalhsation into modifications 1 and 2, i.e. 
into d- and Z-tartaric acids. 

[These modifications can be more easily understood if they are 
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represented by models, and the following diagrams may therefore 
help to make the conception of the stereoisomerism of tlie tartaric 
ftoids quite clear : 

OH HO 




or projected on to a plane surface : 

COOH COOH 

I I 



cd^H 



H — C — OH 
I 
COOH 



] 



All these four modifications are Itnown. The d ex tro -tartaric acid 
occurs as the free acid, and as its acid potassium salt, in grapes, and in 
many other hemes and fruits. An optically inactive tartaric acid is 
often found in grapes, and is called paratartaric acid or racemic acid, 
after the Latin word racemus, grape. Pasteur (1822-1895) showed 
that this inactive acid could be separated into a dextro- and a Itevo- 
rotatory tartaric acid by either of the three following methods, which 
he discovered : 

1. If a salt of tartaric acid be allowed to crystallise slowly, two 
kinds of crystals separate out from the solution, which can be 
differentiated by their shape, and separated by mechanioally picking 
ont the individual crystals. It was by means of the double salt of 
tartaric acid with sodium and ammonium that Pasteur succeeded 
in effecting their separation ; the hemihedrally formed facete of these 
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two kinds of crystals had a different position, the one kind being 
the mirror image of the other. From the one he prepared Itevo- 
tartaric acid, from the other destro -tartaric aoid.' On account of 
this property of racemic tartaric acid, all other optically inactive 
componnds with asymmetric carbon atoms, which can be separated 
into a destro- and a leevo-iotatory modification, are called ' racemic,' 
or shortly, r- [or dl-, vide p. 79] oomponnds. 

2. His second method of separating racemic acid depended upon 
the fact that the dextro- and Icevo-rotatory acids form salts with 
optically active bases which have a different solubility, so that they 
can be separated by fractional crystallisation. Bacemic lactic acid, 
as we have seen, can be separated by the fractional crystalhsatdon 
of its strychnine salts, but the cinchonine salt is the one which is 
especially useful for the separation of racemic tartaric acid. 

3. His third method of separation ' rested upon his discovery that 
certain moulds, such aa Pentcillium glawcvm, only decompose the 
deKtro-rotatory tartaric acid. If the mould be allowed to grow upon 
a dilute solution of racemic tartaric acid the solution becomes 
Iffivo- rotatory. 

The optically inactive tartaric acid which cannot be separated into 
two ' optical antipodes ' is called anti-tartaric, or more frequently 
meaotartaric, acid. This is formed from d-tartaric acid by boiling it for 
a long time with esoess of caustic soda, or with dilate hydrochloric 
acid. [Method of racemising optically active substances.] 

The synthetically prepared tartaric acid was first separated into its 
d- and i-components by the French chemist, Emile CI. Jungfleisch,* 
in 1873. This discovery caused a great sensation, since it was the 
first artificial preparation of an optically active compound, for up 
to that time many chemists thought that optically active compounds 
could only be formed by the living cell, We can now prepare a 
lai^e number of such- compounds synthetically ; we cannot, how- 
ever, directly prepare a hevo- or dextro-rotatory compound, but only 
the mixture from which the two acids can be subsequently separated 
by any one of the above methods. [Cf. note 4, p. 79.] 

On a large scale tartaric acid is obtained from tartar, or impure 
aoid potassium tartrate. It vrili be remembered that tartaric aoid is 
a reagent used in the differentiation of potassium from sodium, 

' Loais PaBtenr, Ann. de Chim. et de Fkys. 1849 (iii,), Tol. xiTiii p. 66. 
' L. Pasteur, Crmipt. rend. 1860, vol. li. p. 398. 

• B. CI. Jnngfleisch, Compt. rend. 1863, vol. Ixivi. p. 266 ; or Bull Soc. Chim. 
1873 (ii.), vol. lii. p. 19*. 
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because the acid potassium salt is soluble with diffically in water, 
whereas the sodium salt is easily soluble. Acid potassium tartrate 
is still more insoluble in dilute alcohol than in water. When, there- 
fore, grape juice ferments, acid potassium tartrate settles on the sides 
of the casks, and, mixed with oaleinm salts and colouring matters 
which are present, forms a brown crust, the so-called raw tartar. 
Pure acid potassium tartrate is obtained from this by recrystallisa- 
tion, and under the pharmaceutical name of cream of tartar is used 
as a purgative. 

In order to prepare the pure acid from tartar, the acid potassium 
salt is boiled with water and ehalk, whereby half the tartaric aeid Is 
precipitated as calcium salt, the other half remaining in solution as 
neutral potassium salt. Calcium chloride is then added to the 
solution, when all the tartaric acid is precipitated as calcium salt. 
This is washed and decomposed with sulphuric acid ; the solution of 
tartaric acid bo obtained is filtered from the calcium sulphate, de- 
colourised with animal charcoal, and evaporated down, when the 
free acid crystalUses out in large colourless prisms. 

Tartaric acid is largely employed in the preparation of various 
lemonades and effervescent powders. It may be well to state here 
that all these artificial lemonades should be discarded, as those pre- 
pared from boiled fruits are always preferable, because these contain 
colloidal substances — carbohydrates and proteins — ^which moderate 
the irritating action of the acid and salt solution upon the mucous 
membrane of the stomach and intestines. 

Tartar emetic is a double salt of tartaric acid with antimony and 
potassium : it is prepared by dissolving an timonious oxide Sb^Oj in a 
hot solution of acid potassium tartrate ; on cooling, tartar emetic 
crystallises out. Antiinony is" a trivalent element, and if two of its 
valencies are saturated by a divalent oxygen atom, a univalent radi- 
cal results. This group (SbO) takes the place of the hydrogen atom 
in one of the two carboxyl groups of tartaric acid, the hydrogen atom 
of the other carboxyl group being replaced by potassium : 

CO0(8bO) 

I 

CHOH 

I 

CHOH 

I 

COOK. 

Two molecules of this compound crystallise with one molecule of 
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water of eryatallisatioQ. The process of its formation ia therefore the 
following : — 

CHOHCOOK 

CHOHCOOIH j /8b = O f CHOHCOOK -, 

CHOHCOOIH :^Sb = L CHOHCOO(SbO) J 

CHOHCOOK 
The radical ShO bears the name antimonyl, and tartar emetic is 
therefore also called potassium antimonyl tartrate ; like all antimony 
..compounds it is poisonous. It is soluble in seventeen parts of water, 
and in small doses it has been much used in therapeutics ; in doses 
of 0-1-0-2 gramme as an emetic, in the much smaller dosea of 
0'005-0'02 gramme as an expectorant, and finally, like arsenic, it has 
been given for skin diseases. 

Tartaric acid when reduced with hydriodic acid is converted firstly 
into malic acid, and then into succinic acid. Hydriodic acid acts like 
nascent hydrogen ; in hydriodic acid the hydrogen atom is more loosely 
bound to the iodine atom than it is to its fellow hydrogen atom in a 
hydrogen molecule; atmospheric oxygen at the ordinary temperature 
does not attack the hydrogen molecule, but it attacks the hydriodic 
acid molecule ; on allowing a colourless aqueous solution of hydriodic 
acid to stand exposed to the air it gradually becomes darker and 
darker in colour, and finally iodine separates in beautiful crystals. 
When, therefore, hydriodic acid acts upon the hydroxyl group of tar- 
taric acid, water is formed and eliminated, and a hydrogen atom takes 
the place of the hydroxyl group : 



COOH 




COOH 


CHOH 
1 +2HI 
CHOH 


= H,0 4] 


1 
CHOH 


COOH 




COOH 


Tartario add. 




U^c acid. 



On further reduction succinic acid is formed from malic acid in 
the same way. If the tartaric acid be dextro-rotatory the malic acid, 
formed by reduction, is also dextro-rotatory; if Itevo-rotatory, the 
resulting malic acid is Itevo-rotatory. 

In many acid berries and fruits malic and tartaric acids are often 
accompanied by citric acid, which has a more complicated structure 
than that of these two simple derivatives of succinic acid. The acid 
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taste ot berries and fruits is due to these three acids, and their acid 
potassium salts. In the animal body these acids are oxidised to 
carbonic acid and water, and their acid salts are converted into 
alkaline potassiam carbonate ; hence, after eating too treely of sour 
berries and fruits, the urine becomes alkaline and eSerresceB upon 
the addition of an acid. 

The synthesis of citric acid has been carried out by several 
methods \ and its structure determined. 

[The following synthesis from dichloracetoue demonstrates clearly 
the two methods, previously described, of introducing a carbon atom 
into a simple molecule with the production of a more complicated one 
(pp. 49 and 85) : 
CHjCl CHjCl CH^CI CHjCN CH,COOH 

I HCN I OH H,0 I OH KCN | OH H,0 | -OH 
C=0 ^ Cv -* CC -» C<' -* C< 

I I XIN I ^COOH I \3O0H I ^C( 



I 



^COOH 



CSjCl CH,CI CH,C1 CH,CN CH,OOOH 

Sluliloracetone. Dicliloncstoue- Dlcblor-n-oxj- Dicyan-s-oiiy- ClUic add.l 

ojaobjarin. bntjrifl acid. batjrio scid, J 

Citric acid is a tribasic acid. Its tricalcium salt has the curious 
property of being soluble easily in cold water, but with difficulty in 
boiling water, and upon this fact its separation from lemon-juice and 
its preparation on a large sciie depends. 

A very striking and interesting phenomenon is the constant 
occurrence of considerable quantities of citric acid in the milk of man, 
and of all those mammals in which it has so far been investigated.* 
Its occurrence here is striking, since it has so far only been met 
with in the vegetable kingdom, and it is still a question what im- 
portance is to be attached to its presence in milk. It is supposed that 
it is concerned in the solution of ihe calcium salts, as its amount 
is proportional to the amount of calcium in the milk of the various 
animals.' It may be assumed that it arises in the animal body from 
the carbohydrates which contain sis atoms of carbon, and as a 
matter of fact, two moulds— Ciiromyces Pfefferianns and G. glaber 
— form such large quantities of citric acid from carbohydrates, 
that this method of its preparation is now made use of technically.* 

■ E. Oilmaai and F. Adam, .inn. de Chim. et de Phys. 18B1 (r.\ vol. ixiii. 
p. 3S6. 

' Th. Henbel, Molkemeilung. 1888. vol. ii. p. 269 ; Landie. Vtrauchstationen, 
1891, Tol. iiiii. p. 143 ; A. Scheibe, ilnd. p. 163. 

' L. Vandin, Ann. de VInstilut PaiUur, 189*, yol, viii. p, 502 ; cf. also G. v. 
Bunge, Z. f. Biologic, 1901, vol. xlv. p. 537. 

' C. Wehmer, Siliun^ber. d. k.preuts. Akad.d. W. lu Berlin, 1933, p. 519. 
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Amongst the ammonium derivatives of succinic acid amino- 
succinic acid, or aspartic acid, is of very great physiological interest. 
This amiao-acid can be prepared synthetically by several means, e.g. 
by the action of ammonia upon monobromosuccinic acid : 
COOH COOH 

I I 

CHBr CHNH, 

I + NH, = HBr + I 

CH, CH„ 

t I 

COOH COOH. 

Aspartic acid is of importance physiologically because it occurs 
in considerable quantities amongst the hydrolytic decomposition 
products of all the proteius which have been hitherto examined. 
Aspartic acid contains an asymmetric carbon atom : 
COOH 
I 
H— C — NH, 

CH,COOH 
That acid, which arises from the decomposition of proteins, is 
Ifevo-rotatory, and the synthetically prepared 'racemic' aspartic 
acid has heen separated into its two optical antipodes by Emil 
Fischer.' 

Aspartic acid crystallises in rhombic plates and prisms, which 
are soluble with difficulty in cold water, but fairly easily in hot. It 
is converted by nitrous acid, according to the typical reaction (pp. 62 
and 81), into malic acid. 

The amide of aspartic acid, called asparagine, is found very 
widely distributed in the vegetable kingdom ; it has been identified 
in beetroot, in potatoes, in the young leaves uf plants, in the sprouts 
of peas, beans and vetches, and is especially abundant in asparagus, 
in which it was first found, hence its name. It is converted when 
boiled with water, or more easily with acids and alkalies, into aspartic 
acid and ammonia, with absorption of water : 

COOH COOH 

I I 

CHNH, CHNH. 

I + H,0 = NHa + I 

CH, CH, 



■ Emil Fischer, Ber. d. d. chem. QeselUck. 181f9, vol. i 
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[This Btruotural formula ehoAvs very clearly the difFerence between 
an amide and an amine, as asparagine Ib a compound exhibiting 
both these properties (p. 69). 

Glutamic acid, the next homologue to aspartic acid, also occurs 
as a hydrolytic decomposition product of proteins. It occurs in the 
vegetable kingdom, together with its amide, generally in association 
with aspartic acid and asparagine : 



COOH 
I 
CHNH, 

CH, 

|m. 

CONH, 



COOH 



CH, 



Glutunic luid. 
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LECTURE VII 

QLTCBBOI. AND THE FATS 

AuONOsi the derivativeB of propajiB one very important physiological 
compound — glycerol or glycerine ' — has not yet been described ; in 
the first lecture, in recounting the achievements of synthetical 
chemistry, a method of preparing it synthetically was mentioned 
(p, S), and the structural formula — 

CHjOH 

CHOH 

I 

CH,OH 

— was given to it. 

The correctness of this formula can now be established. The 
empirical formula of glycerol is C3H1JO3. The presence of three 
hydrosyl groups in its molecule is shown by its preparation from 
Irichlorhydrin, by heating this with water {p. 5) : 

C,HiCl, ♦ 8H0H = 3HC1 t CsH.COH),. 

[It is therefore a trihydnc alcohol, i.e. a compound containing 
three hydroxyl groups. The three hydroxyl groups must be attached 
one to each carbon atom, and tbia is proved by its preparation from 
Irichlorhydrin, and by its products of oxidation ; for, as previously 
stated, if two hydroxyl groups be attached to one carbon atom, a 
molecule of water is eliminated and an aldehyde or ketone results.] 

By careful oxidation glycerol yields a monobasic acid, glyceric 
acid CjH3(0H)jC00H, and on further oxidation a dibasic acid, 
tartronic acid GH0H(C0OH},. From this it follows that glycerol 
must contain two primary alcohol groups, CHgOH (p. 71), and 
one secondary alcohol group, CHOH. The carbon atoms of the 
primary alcohol groups must form the tvio end members of the chain 
of carbon atoms, and the secondary alcohol group must lie in the 
middle. 

■ [Tlie tennination -ol denotes an alcohol, that of -ine an amine, i.e. a, base. 
ConBeqiientlf. the term glycerine is inaccurate ; it ia not a base but an alcobol, 
and therefore the word glyceiol Btoald be alwajs uBed.] 
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Aa glycerol is a trihydtic alcohol, it can combine with three luole- 
oulea of a monobasic acid, with the loss of three molecules of water, 
to form a neutral eeter. In this form, as the ester of fatty acids, 
glycerol is a constituent of all plant and animal tisanes. 

Glycerol ie an oily, colourless, odomrless liquid with a sweet taste, 
hence its name. It ia heavier than water, and has a specific gravity 
of 1-3. If glycerol be kept for some time at a temperature of O'C, 
it forma crystals belonging to the rhombic system, which melt first 
at +17° C. It distils almost without decomposition at 290° C. 

Glycerol mixes with water in all proportions ; it is very hygro- 
scopic, and takes up water from the air ; when mixed with water a con- 
traction in volume occurs, and heat is evolved. Upon this property 
the use of glycerol as a preservative for anatomical and histological 
preparations depends ; and upon its dehydrating action, and high 
boiling point, also depends its use as an adjunct to external remedies, 
A drug dissolved in water, or alcohol, can have do lasting action upon 
the skin, as the solvent evaporates at once, and the drug then dries and 
falls off. If, e.g.. Pityriasis versicolor is to be treated with sublimate, 
it does not suffice to allow an aqueous solution of sublimate to act upon 
the portions of the skin affected by the mould, as the greater part of 
the solution rolls off the skin at once, and the remainder evaporates as 
quickly as water, and in consequence the subhmate cannot penetrate 
into the skin. If, however, a dilute solution of sublimate be mixed with 
glycerol and be rubbed into the skin, the solvent not only does not 
evaporate, but it continually takes up water from the air. The solu- 
tion, therefore, continues active, and the sublimate can penetrate into 
the deeper layers of the epidermis, and kill the mould (Microsporon 
fur/ur), the mycelia of which are there proliferating. Glycerol, how- 
ever, must not be brought into oontact with inflamed areas, as it has 
an irritating action and produces pain, probably on account of its 
hygroscopic properties. Solutions made with glycerol have this ad- 
vaat^e over ointments made with fats, oils, vaseline, etc, that they 
can be readily washed off with water, as glycerol mixes with water in 
every proportion. 

Technically, the most important use of glycerol is in the prepara- 
tion of nitroglycerine, which is its neutral ester with nitric acid, and 
is formed by the combination of one molecule of glycerol with three 
molecules of nitric acid, with the loss of three molecules ot water : 

CH, OH HONO, 

I 

CH OH HONO, 

1 i 

CH, OH HiONO,. 
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In the preparation of nitroglycerine, glycerol is slowly and cau- 
tiously brought into contact with a mixture of concentrated nitric and 
sulphuric B.cid3, which must he kept cool ; after some time the mix- 
ture ia poured into water, when the nitroglycerine, which is not mia- 
cible with water, separates as a heavy oil, and is purified by washing 
with water and soda solution. 

The most striking property of nitroglycerine is its esplosiveness, 
which is a common property of all the esters of nitric acid. The oxygen 
in these compounds is in b> labile condition, being only loosely attached 
to the nitrogen atom. Nitrogen has only very slight alEnity for other 
elements, and herein lies the reason why nitrogen is found in nature 
chiefly in the free state, in which condition it constitutes four-fifths 
of the atmosphere. Carbon and hydrogen on the other hand have a 
great ofiinity for oxygen, and therefore a rise in temperature, or a 
blow, suffices to bring about a rearrangement, and to change the 
oxygen from a labile into a stable condition of equilibrium. Heat 
is evolved in this process and many gaseous products, carbonic 
acid, steam, nitrogen are formed ; these gases expanded by the heat 
occupy a volume 10,000 times greater than that of the nitroglycerine, 
and this sudden increase in volume explains its enormous explosive 
power. 

The transport of nitroglycerine is fraught with great danger. 
This was overcome by the Swedish engineer. A, Nobel, who suc- 
ceeded in obtaining a mixture which is transportable without 
danger, by allovring dry, indifferent powders to soak up the nitro- 
glycerine. Such preparalioDS are known as dynamite, and the 
powder generally used is the so-called ' Kieselguhr,' which is a diatom- 
aceous earth. Ordinary dynamite is a mixture of 75 per cent, nitro- 
glycerine and 25 per cent, kieselguhr ; it forms a plastic mass which 
cannot be easOy exploded by pressure and blows, but is very easily 
exploded by small quantities of mercury fulminate (cf. Lecture 10). 
In order to explode dynamite cartridges a small capsule filled with 
fulminate is placed in them, and this is mode to explode by means of a 
percussion cap or by an electric spark. 

When pure glycerol is gradually and carefully heated, it distils 
almost without decomposition at 290° C, but when it is rapidly 
heated various decomposition products are formed. Among these is 
found acrylic aldehyde or acrolein, the vapours of which have a very 
penetrating smell andare very irritating to the eyes ; it is a colourless 
liquid boiling at 52° C. The unpleasant smell of acrolein is known 
to everyone who has smelt the fumes which arise from a tallow 
candle just extinguished, or which ore formed by the incomplete 



Mjby Google 



88 ORQANIC CHEMISTRY FOR MEDICAL STUDENTS 

Gombustion of fats. Glyoerol is almost completely converted into 
acrolein when it is distilled with dehydrating agenta — e.g. with 
acid potassium aulphate. The most delicate method of qualitatively 
. detecting glycerol depends upon this. Acrolein is formed from 
glyoerol by the loss of two molecules of water : 

CH-OH CH, 

I II 

CHOH - 211,0 - CH 

I I 

CHjOH H — C— 

QljMioL Acroleiii gr 

The aldehyde nature of acrolein follows from the facts that it is 
converted by nascent hydrogen into the primary alcohol, allyl alcohol, 
and by oxidation into the monobasic acrylic acid : 



I i I 

CHjOH CHO COOH 

AU;1 •Icohot. Acrylio AklehTde. AnrjlLa Bold. 

As the two carbon atoms, which acrylic aldehyde contains 
with the aldehyde group, have only three atoms of hydrogen attached 
to them, we must assume a double huking between them, as also in 
the cases of allyl alcohol and acrylic acid. The presence of the 
double linking in these three compounds is further shown by the fact 
that at the ordinary temperature they ' add ' on two atoms of bromine 
— i.e. they combioe with bromine without the separation of hydro- 
bromic acid, and, at the same time, the unsaturated beoomes trans- 
formed into a saturated compound : 

CH, CH^r 

II I 

CH .+ Bra- CHBr 

I I 

OHjOH CHjOH. 

The radical OjHs is called allyl because its sulphide (G3Hg)gS, a 
volatile liquid with a very penetrating smell, is contained in garUo, 
Allium sativum, to which it imparts the characteristic odour. The 
allyl ester of sulphocyanio acid CNS(CaHj) forms that constituent 
of mustard which gives it its pungent smell ; it arises by the decom- 
position of the glucoside myronic acid, which is contained in the 
mustard seeds (cf. Lectures 9 and 10). 

Acrylic acid has been previously mentioned; hydraerylio acid, 
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whioh 18 the isomer of lactio acid, when heated, loses water and 
IB converted into acrylic acid {p. 76). 

Glycerol is found in nature chiefly in the neutral eaters of the 
fatty acids. The oils and fats which are present in all animal and 
plant tissues consist of triglycerol esters, or glycerides. The fatty 
acids which have a share in the formation of these glycerides belong 
for the most part to the homologous series of fatty acids (p. 65), the 
first members of which, formic, aeelao, propionic and butyric acids, 
have been already described. 



Sbbieb of Patty Acids C,Ha,Oj 



Meldng: 



Pormio acid . 
Acetic acid 
Propionic acid 
Butyric acid (non 
Valerianic acid (u( 
Caproic acid (non 
Oenanthio acid 
Caprylio aoid 



Pelargi 








poiDt 


point 


. HCOOH 


+ eoc. 


101° c. 


. CH3COOH 


4 vrc. 


118° C. 


. CjH^COOH 


- 24° C. 


141° C. 


. C,H,COOH 


- 2°C. 


162° C. 


. C^HgCOOH 


- 69° C. 


185° C. 


. C,H„COOH 


- 2°C. 


205° C. 


. CsH.jCOOH 


- 11" C. 


288° C. 


. C,H,.COOH 


+ 17° C. 


286° C. 


. C,H.,COOH 


+ 18° C. 




. C.H,,C0OH 
. C,X.COOH 


+ arc. 




+ 28° C. 




. C,,H„CO0H 


+ 44° 0. 




. C,„H,.COOH 


+ 41° C. 




. C,.H„COOH 


+ fi4°C. 




. C,.H,„COOH 


+ 61° C. 




. C,.H.,COOH 






. C,^„COOH 


+ 60° c'. 




. C,,H„COOH 






. C„H„C0OH 


+ 67° C. 




. Ci„H,„COOH 


+ 75° C. 




. C,jH„COOH 


+ 75° C. 




. C„H^,COOH 


+ 80°C. 




. C„H„C0OH 


+ 78° C. 




. C,,H,„COOH 


+ 90° C. 





Cwpnc acid , 
Undecylic acid 
Laurie acid 

Trideoylic acid 
Myristio acid . 
PentadeoyUc acid 
Palmitic acid . 
Margaric acid . 
Stearic ooid . 
Nondecylic acid 
Amebic acid . 

Behenio acid . 

Lignooeric acid 

Corotic acid . 

Melisaic acid . 

The first nine members of this series are liquids at the ordinary 
temperature, the remainder solids, capable of crystallisation. The 
first three members are mobile liquids, with a pungent, acid smell ; 
the next six are oily, with very unpleasant smells. The first three 
members and normal butyric acid mis with water in every proportion ; 
isohutyrio acid and the five following acids only mix with certain 
definite proportions of water. The higher members from capric acid 
with ten carbon atoms and upwards, are insoluble in water, but soluble 
in alcohol, and more easily so in ether. The lower members can be 
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distilled without deoomposition, and are easily volatile with steam, 
although theic boiling points are higher than that of water. The 
higher members — from the twelfth upwards — can only be distilled 
without decomposition in vacuo. [On this account these acids are 
divided into the volatile and non-volatile fatty acids.] 

The lower acids which mix with water have a strongly acid 
reaction to litmus ; in order to determine the acid reaction of the 
higher acids, which are insoluble in water, another colouring matter 
must be chosen, as the acid reaction can only appear when both the 
acid and the colouring matter have a oommon solvent. Litmus is 
soluble in water, but not in alcohol ; the higher fatty acids, con- 
versely, are soluble in alcohol, but not in water, and therefore they 
cannot react with litmus. The beautiful alkanet colouring matter, 
however, which is soluble in alcohol, gives a fine red colour with an 
alcoholic solution of the higher fatty aoids ; on adding an alcoholic 
solution of soda, a blue colour appears as scioD as the quantity of 
soda equivalent to the acid is exceeded. In this way, by titration, the 
amount of free fatty acid which is mixed with neutral glyoerides can 
be quantitatively determined. This method is often made use of in 
physiological chemistry. 

The members of the series of fatty aoids which are concerned in 
the formation of the fat of our body aud of our food, are chieSy 
palmitic acid with sixteen, and stearic acid with eighteen carbon 
atoms. In certain fats such as butter, butyric, caproic, caprylic and 
capric acids are found in small quantities. 

In addition to these acids, all the fata of our body contain large 
quantities of another acid belonging to another series. This is oleic 
acid, which contains eighteen carbon atoms like stearic acid, but two 
atoms of hydrogen less; it is an unsaturated acid like acrylic acid, 
which, as above mentioned, is the &rst member of this series, the so- 
called acrylic acid or oleic acid series. At the ordinary temperature 
oleic acid is a colourless, oily liquid, without smell or taste, insoluble 
in water, but soluble in alcohol and ether. 

The trigylcerides of palmitic acid and of stearic acid are solid and 
crystalline at the ordinary temperature ; the triglyceride of oleic acid 
Is liquid. These compounds can be prepared synthetically by heating 
glycerol with the respective acid. The tristearic acid ester of glycerol 
is called tristearin, or more shortly stearin; the glycerol ester of 
tripalmitic acid, tripalmitin or palmitin ; the glycerol ester of triolelc 
acid, triolein or olein. The melting point of stearin is 72° C, of 
palmitin 62° C. ; olein at the ordinary temperature is a liquid, and 
solidifies at —6° C. The physical state of a fat depends on the 
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relative qaantities of the three glycerol esters which it containB. 
Olive oil, for instajice, containa abont 75 per cent, olein, and is liquid 
at the ordinary temperature ; beef Buet, with about 25 per cent, olein, 
ia solid. Between these two in their content of olein are pig's fat 
and haman fat,' which at the ordinary temperature are softer than 
beef Buet. At the body temperature human fat is liquid. The fat of 
cold-blooded animals contains more olein than human fat ; it is a 
liquid at the ordinary temperature libe fish oil; this is understand- 
able on teleologioal grounds. 

The simplest method of decomposing a fat into ita conslituentB 
IB by means of superheated steam ; the triglycerides then take up 
three molecules of water, and break down into glycerol and three 
moleoales of fatty acid : 

CHjOOC — C„H,, CH,OH 

I I 

CHOOC— C„H„ + 3H,0 = 3H00C — C„H„ + CHOH 
I I 

CHjOOC — C„H„ CHjOH 

Triete&rtn. Steorio acid. Olrnrol. 

This method is used on the large scale in the manufacture of 
candles, and for the preparation of glycerol. The fats, together with 
water, are placed in large retorts, and submitted to a temperature of 
290 to 315° 0., bypassing steam heated to 315° C. through the retorts 
for twenty-four hours. Both the glycerol and the liberated fatty acids 
distil over, and two layers are formed in the receivers. The upper 
layer conBists of a mixture of the three acids, and if this liquid be 
allowed to cool slowly, the stearic and palmitic acids gradually crys- 
tallise out and are separated from the liquid oleic acid by pressure. 
The mixture of stearic and palmitic acids is used in the manufacture 
of candles, and the oleic acid finds its chief use in the manufacture 
of soap. The lower layer in the receiver consists of a solution of 
glycerol in water ; this is concentrated, purified by filtration through 
animal charcoal, and further evaporated in vacuo. In order to pre- 
pare specially pure glycerol, this ia again submitted to distillation 
with superheated steam, and the pure glycerol is collected in receivers 
kept at a ^mperature above 100° C, whilst the water, with a small 
portion of the glycerol, is collected in other and cooler receivers. 

The decomposition of fats by water alone is chemically the simplest 
process, but in most worts it is not employed. Their decomposition is 

' On the chemical composition of human tat see L. Langet, Monatskefte /, 
Chem. 1881, vol. ii. p. 382 ; A. Lebedeff, Z. /. physiol. Chem. 1882, toI. vi. p. 139 ; 
0. A. Mitchell, The Analyst, 1696, vol. xxi. p. 171. 
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effected by beEbting with bases — alkalies, chalk, magneBia, — or with 
dilute sulphuric aoid. If the chief object be the preparation of soap, 
oaastic soda is used ; on boiling the fats with caustic soda the tri- 
glycerides break down into one molecule of glycerol and three 
molecules of the sodium salts of the fatty acids. These sodium salts 
are soluble in water, and when common salt is added to the still boil- 
ing solution, which now consists of the alkali salts of the fatty acids, 
glycerol, water and excess of soda, the salts of the fatty acids sepa- 
rate out and rise to the surface as a compact mass, since they are 
insoluble iu concentrated salt solution. The salts of the fatty acids 
are removed from the vessel and pressed into shape, and form the 
so-called curd soap. The under layer, consisting of an aqueons 
solution of glycerol, common salt and excess of soda, can be used for 
the preparation of glycerol. If the quantity of common salt added 
be insufficient, no separation of the soap from the aqueous solution 
occurs ; the contents of the vessel remain homogeneous and solidify 
on coohng, and the soap so obtained is called ' compressed soap.' 

When potash is used in the process of saponification instead of 
caustic soda, a soft mass, the so-called soft soap, is obtained on 
evaporation of the solution. Soft soap, which is used in medicine as 
an external application, contains, like the compressed soaps, glycerol 
and an excess of alkali, together with the alkali salts of the fatty 
acids. 

When chalk is used for the saponification, the insoluble calcium 
salts of the fatty acids are formed ; these are decomposed with 
sulphuric acid in order to liberate the fatty acids, which are then 
employed for the preparation of candles by the above method. 

If the fats be decomposed by boiling with water and lead oxide, 
glycerol and the lead salts of the fatty acids are formed ; at the 
ordinary temperature they form dough-like masses, the so-called lead 
plaster, and are used, with additions of various kinds, aa external 
applications. 

The action of soap as a cleansing agent depends upon the fact 
that the alkali salt of the fatty acid is partially decomposed by a 
large quantity of water, i.e. by mass action, into free fatty acid and 
free alkali. The resulting dilute alkaline solution is |p excellent 
solvent for many substances which are not soluble in water alone ; 
the still undecomposed soap solution is able to mix intimately with 
all kinds of fat, which may contaminate the dirty object, forming 
emulsions (p. 103) ; the soap lather loosens the impurities of all sorts, 
and conduces to their removal. 

No lather is formed when a water rich in calcium salts is used; 
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white flakes result oonsisting of the calcium salts of the fatty acids, 
which are iuBOluble in water ; the alkali also has no action, sinoe it 
combines with the acids of the oalcium salts, sulphuric acid and 
carbonic acid. Water rich in oalcium — the so-called hard water — 
is not therefore suitable for washing purposes ; the amount of soap 
used has to be much larger, and can only act as a cleansing agent 
after an amount equivalent to that of the calcium salts in the water 
has been used up. 

Physiologically it is important to know that fats are only saponi- 
fied by caustic alkalies, and not by carbonic acid ; the neutral gly- 
cerides of the fatty acids and sodium carbonate have no action upon 
one another. Sodium carbonat-e, however, is decomposed by the free 
fatty acids, carbon dioxide being given off and the sodium salt of the 
fatty acid, or soap, being formed. Our normal fresh food contains 
only neutral fats, but in the blood and lymph soaps occur. How, 
then, is the saponification of the fat effected ? Free alkalies do not 
occur in our alimentary tract or in oui tissues, and they cannot arise 
there, since all tissues contain carbonic acid. But the ferments of 
the pancreas decompose tats, with absorption of water, into glycerol 
and fatty acids ; these form soaps with the sodium carbonate which 
is contained in the pancreatic juice, in the intestinal juice, and in the 
bile, and this soap solution converts the remaining undecomposed fat 
into a fine emulsion. 

When commercial olive oil, which is never quite neutral, but 
always somewhat rancid— i.e. contains some free fatty acid together 
with the neutral glycerides — is shaken up with a dilute soda solution, 
at the first shake the whole mass of oil is broken up into micro* 
scopically small drops ; it is changed into a fine emulsion. The 
molecules of free fatty acid were distributed amongst the molecules of 
the neutral fat, and according to the quantity in which the fatty acid 
molecules form soaps with the molecules of sodium carbonate, so 
will carbonic acid bo liberated, and the neutral fat molecules will be 
separated from each other [by a layer of soap], In a similar way the 
fats of the food are partially split up by the pancreatic ferment 
and with the sodium carbonate, which is being continually secreted, 
forms an emulsion of the finest fat droplets on the wall of the 
intestine, which droplets pass through the intestinal wall and reach 
the bepnning of the chyle vessels. 

How fat outside the organism becomes rancid is not yet suffi- 
ciently explained ; bacteria are supposed to yield a ferment which 
breaks up the fat, but some authors maintain that fatty acids 
are set free simply by the action of the oxygen of the air on the 
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glycerol, without the presenoe of bacteria. Even the term ' rancid ' ia 
diapnted; some authors do not- call every fat which contains free 
fatty acids rancid, but only those which evolve evil-smelling volatile 
products. These products are not volatile fatty acids at all, but sub- 
stances of the nature of esters, or aldehydes, of unknown ori^n. 
There is much literature on this question, but no unity of opinion. 

The fats are not the only glycerol compounds occurring in our 
body ; in all animal and vegetable tissues, and in every cell, other com- 
pounds of glycerol are found ; in these only two of the three hydroxy! 
groups of the glycerol are esterified by fatty acids, the third by the 
tribasic phosphoric acid. One of the two remaining hydrosyl groups 
of the phosphoric acid is esterified by the organic bise choline, the 
synthesis and constitution of which has been described {p. 11). This 
very complicated compound is called lecithin, as it was first prepared 
from egg-yolk {kiKiSot). The fatty acids which take part in the forma- 
tion of the various lecithins are either stearic, palmitic, or oleic acid, 
and we therefore differentiate between distearyl-, dipalmityl-, and 
dioleyl-lecithin. The constitutional formula for distearyl-leoithin is : 

CH.OOC,,H„ 

I 

CHOOC„H„ 

OILO— P=0 
/\ 
HO OCH,-CH,— N={CH3),. 

OH 

The constitution ' is shown by the following reactions. Lecithin is 
decomposed by boiling with barjrta water into two molecules of the 
barium salt of the fatty acid which are precipitated, and one molecule 
each of barium glycerophosphate, which is soluble, and of choline. 
As the choline ia only slowly spht off, it must be assumed that this 
base is not combined in the form of a salt with the substituted phos- 
phoric acid, since it is not the hydrosyl group which is attached 
directly to the nitrogen atom, but it ia the hydrosyl group of the 
osyethyl radical which is concerned in the formation of the ester. 

Lecithins are not really soluble in water, but they swell up into 
gelatJnous masses ; under the microscope these appear as character- 

' On the conBtitutioQ and ohemicat properties of lecithinB see C. Diakonow, 
Soppe.Seyler's pud. ehtm. Unteriuchungen, 1867, Helt ii. p. 221, and 1868, 
Heft iii. p. 405 ; Centralbl.f. d. mtd. Wissensch. 1888, No, 1, 7, 28 ; A. Strecter, Ann. 
Chem. Pharm. 1868, vol. cilviii. p. 77; HandeBlugeii, On the awtheait of 
Xjecilhms. Inaug. Diss. Leipzig, 1883 ; E, Qilson, Z. f. phj/nol. Chem. 1888, 
vol. lit. p. 685. 
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istic slimj' threads and rosettes, the so-called myelin forms ; they are 
soluble in alcohol, ether, chloroform, heDzene and carbon disulphide, 
and thoy crystallise only with difficulty ; they are soft, waxy masses, 
and crystals will separate from a concontrated alcoholic solution 
when it is kept for a long time below 0° C. 

Upon the importance of the lecithins in the functions of life we 
know scarcsly anything with certainty. No tissue is so rich in them 
as the nervous tissue, in which they form the chief constituent of the 
medullary sheaths of nerves ; it is supposed that they form a store of 
food for the functions of the axis cylinders. That (hey are indis- 
pensable for our nourishment follows from the fact that they form 
a constant constituent of milk. The milk of the various kinds of 
mammals is so much the richer in lecithin, the greater the relative 
weight of the brain of the suckling. 

In connection with the fats the waxes must be shortly described ; 
they are not compounds of glycerol, but they are esters of the higher 
members .of the series of fatty acids. The chief constituent of bees' 
wax is the eater of palmitic acid with myrioyl alcohol, CjoHjiOH, 
together with free cerotic acid, CieHg^Oj. 

Whale-blubber is a compound similar to the waxes, which is 
found in the skull cavities of various whales, dissolved in the liquid 
fats, from which it crystallises out on the death of the animal. Its 
chief constituent is the palmitic acid ester of cetyl alcohol, CieH^jOH. 

Whale-blubber and the waxes are used in medicine as additions 
to external applications, to ointments and plasters, to which they 
impart the desired consistency. 
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THE OABBOHTDBATBS 



The dihydric glycol (p. 61), and the trihydric glycerol {p. 95), 
which have been already described, are examples of polyhydric alco- 
hols ; the tetrahydric erythritol, [the pentahydric syhtol,] and the 
hexahydric maiinitol are examples of oompoands containing four, 

[five,] and six hydroxyl groups in their molecule respectively : 



CHjOH 

CHOH 
I 

CHOH 
I 
OHjOH 



Brjthrltol. 



[CHjOH 

CHOH 

1 
CHOH 

I 
CHOH 



CHjOH 

CHOH 

I 

CHOH 

I 

CHOH 

I 

CHOH 

I 

CH.OH 



Erythritol and mannitol are beautifully crystalline componnds 
with a sweet taste, soluble in water. They contain a normal chain 
of carbon atoms, as shown by their roduotion with liydriodic acid, 
[which gives respectively normal butane and normal hexane]. Both 
compounds are found in nature : erythritol either in the free state, 
or combined as ester with an aromatic acid in many lichens and 
algse ; and mannitol very widely distributed in the vegetable kingdom. 
The various mannitols obtained from different plants are not iden- 
tical, because mannitol contains four asymmetric carbon atoms, and 
numerous stereo! so meric compounds are therefore conceivable, many 
of which have been prepared. The mannitol which has been known 
longest was prepared in 1806 by Joseph Louis Proust (1756-1826) ; 
it was found in manna, and was obtained from the dried juice 
which exudes from the cut bark of the manna ash, Fraxinus omus, 
a tree cultivated in Sicily. This manna contains from 30 to 60 per 
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cent, mannitiol, which is separated from the other constituents by 
extracting it with hot water and allowing it to crystallise out. Man- 
nitol is also found in large quantities in certain plleated mushrooms, 
and it forms 20 per cent, by weight of the dried Agaricus integer. 
It ia also found in celery, in olives, in the leaves of ayringa, and in 
many other plants and portions of plants. 

If mild oxidiaing agents be allowed to act upon the polyhydric 
alcohols, either a primary alcohol groap is first oxidised to an alde- 
hyde group, when we obtain a so-called aldose, or a secondary alcohol 
group is oxidised to a ketone group, when we obtain a eo-called 
ketose. 

These first oxidation ptodncta of the polyhydric alcohols are of the 
utmost physiological importance, as to this group of compounds the 
so-called carbohydrates belong. These substances constitute part of 
the chief food material of man, and are the principal constituents of 
all plants, and they form, generally speating, the greater portion of 
all the organic matter of our earth. 

[The oxidation products of ethane have been already described ; 
glycollic aldehyde — 

CHjOH 
I 
CHO 

— is the first oxidation product of glycol, and it is an aldose and 

represents the simplest carbohydrate.] 

The first products of the oxidation of glycerol, namely, glyceric 
aldehyde and dioxyacetone {p. 5), are examples respectively of 
aldoses and ketoses : 

CH„OH CH,OH CH,OH 

1 I I 

CHOH CHOH C=0 

I I I 

CHjOH H — C — - CHjOH 

Olroenl. Olyoerlfl aldebyde. Dioijsoetoaa. 

[In the formation of glyoerio aldehyde, a primary alcohol group 
has been oxidised; in dioxyacetone, the secondary alcohol group; 
and this represents the first ketose of the series. They are trioaes. 
In just the same way the compound erythritol can yield aldoses and 
ketoses, i.e. tetroses. 

The pentoses, derived from the next member of the series, are 
of importance physiologically, as they are constituents of nucleic 
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aoid, which is oonliaaQed in the nuclei of cells, and they are 
also obtained from gums and wood. The chief examples are 
arabinose and xylose ; they are both aldoses, differing only in the 
arrangement of the groups attached to their three asymmetric carbon 
atoms.] 

The carbohydrates [proper, i.e. those to which the name was 
formerly given, and which contain six carbon atoms only in their 
molecnie,] bear the same relationship to mannitol as glyceric aldehyde 
and dioxyaoatone do to glycerol The first products of oxidation of 
mannitol are one aldose and two ketoses : 

CILjOH CHjOH CH,OH CH,OH 



CHOH 

I 

CHOH 



CHOH 

I 
CHOH 

I 
CHOH 

I I I 

CHjOH H — C := CHjOH 

Uonnitol. 

This aldohesose and the two ketohexoses were formerly con- 
sidered to be the simplest oarbohydrates, and they were called sugars. 
The newer chemical nomenclature designates as sugars not only the 
hexoses, but also all those aldoses and ketoses which contain less or 
more than six atoms of carbon in their molecules. The Greek 
numeral placed before the termination -ose shows the nnmber of 
carbon atoms in the sugar, and henoe the names aldohexose and 
ketohesose, [pentose etc.]. 

All aldoses and ketoses, i.e. all sugars in the widest sense, have a 
great tendency to become further oxidised, and upon this the follow- 
ing general reactions depend :— On warming with an alkaline silver 
solution, a mirror of metalUo silver is formed, which is due to the 
reduction of the silver oxide; on heating with ablue alkaline solution 
of copper oxide this is reduced and red cuprous oxide is precipitated ; 
on warming with caustic potash osygen is taken up from the air and 
the solution turns first yellow, then brown, and finally becomes resinous. 
[These three reactions are due to the presence of the aldehyde group, 
or the ketone-alcobol group, in their molecule.'] 

oxyftoetone, 
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The following teaotioD, whioh is given by all aldoses and keboses, 
does Dot depend upon their oxidation, but, on the contrary, on their 
reduction. When boated with an excess of phenylhydrazinej which 
is an aromatio compound, in aootic acid solution, they give a yellow 
crystalline precipitate which is insoluble in water. Phenylhydrazine 
is an important and sensitive reagent for aldehydes (p. 50) and 
ketones, and for all compounds which contain an oxygen atom 
attached to a carbon atom by both its valencies. It removes the 
oxygen atom from all these compounds, and loses itself the two 
hydrogen atoms attached to the nitrogen atom ; water is formed and 
the nitrogen atom attaches itself to the carbon atom by these two 
valencies, in the position in which the oxygen atom was contained in 
the ketone or aldehyde : 

I I 

C3iO + HjN.NHC^H, = H5O + C=:N.NHC„Hi. 

As the sugars contain either a ketone or an aldehyde group, these 
compounds consequently also react with phenylhydrazine in a similar 
way: 

CH,OH CH^H 

CHOH CHOH 

I I 

CHOH CHOH 

i I 

CHOH CHOH 

I I 

CHOH CHOH 

I I 
HC — + HjN.NH.C,H5 = H,0 + HC — M-NH-C^H, 

GluoDse. FbenjUiydniEiiw. Hjrclnione. 

The compound which is formed is called a bydrazone, and the 
bydrazones of the various sugars are soluble in water. If an excess 
of phenylhydrazine act upon the sugar in acetic acid solution, a second 
molecule of phenylhydrazine is taken up, and an insoluble compound, 
an osazoTie, separates out in the form of yellow crystals. A second 
molecule of phenylhydrazine acts upon one of the secondary alcohol 
groups, upon that CHOH group [next to the aldehyde group, which 
is oxidised to a ketone group], and the two atoms of hydrogen, which 
separate, reduce the phenylhydrazine to aniline and ammonia, whilst 
a third molecule of phenylhydrazine combines with the ketone group 
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giving the osazone. The prooees of the formation of an oaazone from 
e occurs aB follows : 



e hydra 



CH,OH 
I 

CHOH 
I 

CHOH 
I 

CHOH 
i 

CHOH 
I 



I. ■H„N.NH.C„H, . 



CH,OH 
I 

CHOH 
I 

CHOH 
1 

CHOH 
I 
CO 



H— C = N — NHO^Hj 

HydrasODC 

CH,OH 

CHOH 

I 
CHOH 

I 
CHOH 

I 



I 



h H,N + HjN.C.Hj 



CO 

I 



h HsN-NH-C^Hs = HjO -t 



: — c — N- 

HyflraiDne. 



NH — CjH 



H — C=N — NHCjHj 



CHOH 
I 
CHOH 

I 
CHOH 

I 

C — H — 
I 



= N — NH — CjH, 



This formation of osazones is of the greatest importance in the 
chemistry of the sugars. Emil Fischer's ' brilliant success in the 
study of the sugars is largely due to his discovery of this reaction. 
The sugars are hygroscopic and very soluble in vrater, from vrhioh 
they are often very difficult to crystallise when the solutions contain 
other substances, but by the help of the formation of the osazones 
tbeir isolation becomes easy. By the preparation of the osazones 
Fischer definitely showed that the solution of sugar synthetically 
prepared by Butlerow in 1861 really contained sugar ^ (p. 3). The 
osazones of the various monosaccharides have different melting points, 
and different solubilities ; it can therefore sometimes be decided, by 
determining the melting point, which osazone of the thirty - two 
possible hexoses has been prepared. Further, the preparation of the 
osazone is one of the most reliable qualitative reactions for deter- 
mining the presence of sugar in the urine. 

The most important, practically and physiologically, ot all aldoses 
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and ketoseB Eire those contftioiug six atoms of carbon, the hezoses, 
which belong to the so-called group of carbohydrtites. The hexoses, 
'however, are not the only carbohydrates, for to this group belong 
DumeronB compounds which can be regarded as anhydrides, or pro- 
daots of polymerisation of the simple hexoses or monosaccharides. 
The best-known representatives of the monosaccharides are grape 
sugar [and fruit sugar]. When two monosaccharides, whose empirical 
formula is CeH,iOg, combine together, with loss of water, a so-called 
disaooharide with the empirical formula GisHjtOn is obtained; the 
best-known examples of the disaccharides are cane sugar, milk sugar, 
and malt sugar (maltose). When more than two molecules of a 
monosaccharide combine together, with the loss of a molecule 
of water for every molecule of monosaccharide, we obtain the 
polysaccharides, of which the best known representatives are 
starch, cellulose, and glycogen. These have the empirical formula 
(CsHkiOb}^. All these carbohydrates in their empirical composition 
consist of carbon, hydrogen and oxygen in the proportion in which 
these two latter elements compose water, and hence the name carbo- 
hydrate. 

[The following list tabulates the most important carbohydrates : ' 

Foljsucbuldes. 



A. Trioaeg. 


Cane aagar or Bacchar- 




Glyceric aldehyde. 


ose. 


Glycogen, 
Cellulose. 




Milk Hugar or lactose. 


B. Penlosea. 


Malt sugar oi maltose. 


Inulin. 


Arabinose. 




Ueitrin. 


Xylose. 




(Gums.) 


C. Hexc,e». 


Baffinose. 




Gro|ie sngar oi glucose. 
Fruit sugar orfractbee. 






GaJactose. 







] 

We will now study the individual carbohydrates mere closely. 
As we have seen, the hexoses have three chemical isomers, as 
well as numerous stereoisomers. The aldohesoses have four asym- 
metric carbon atoms, and for each of these atoms two isomers are 
possible. Bach of these two isomers, on account of the second 
asymmetric carbon atom, can again form two isomers, aud so on, and 
simple calculation shows that 2*=16 stereoisomeric aldohexoses are 
possible. Each of the two ketohexoses contains three asymmetric carbon 

> [The tencB monoBaccharoee, dieacehatose, etc., are now more treqaeutly used 
than monosaccharide, etc., and th^y are sometuues abbreviated to monose, diose, 
polyose. This is misleading, as diose, triose. pentose indicate carbohydrates with 
2, 3, 5 atoms of carbon. II is better, therefore, in this place to retain the terminal 
<0M tor the simple carbohydrates, and, saccharide for the more complex.] 
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atoma, and, in oonBequence, each of them can form 2^=8 isomers, 
that is, together sixteen isomers. Altogether, therefore, thirty-two 
Btereoisomerie monosaccharides are conceivable, and the majority of 
these thirty-two sugars have been prepared, and their straoture 
definitely determined ; ' many of them occur in nature. 

[The stereoisomerism, or arrangement of the hydrogen atoms and 
hydroxy! groups attached to the four asymmetric carbon atoma, in the 
four pnncipal hexoaes is the following : 

CH,OH CH,OH CHjOH CH.OH 

I I I I 

H— C — OH H— C — OH H-C — OH H — C— OH 

1111 

H— C— OH H— C — OH HO— C — H H — C — OH 

I I I I 

HO — C— H HO — C— H HO— C— H HO — C — H 

I I I I 

H— C — OH HO — 0— H H— C — OH C — 

I I I I 

CHO CHO CHO OHjOH 

Only these four hexoses are fermented by yeast, and they show the 
close relationahip between the structure of a compound and its 
decomposition by ferments, which are specific in their action.] 

Physiologically, the moat important sugar is grape sugar or 
glucose, glycose, d-glucose, or dextrose. It is found in grapes and in 
many sweet froits, and it is also formed by the hydrolytic deoom- 
pOsitioQof the moat diverse oarbohydrates, e.g. fromstarch and cellulose. 
From starch, which is the most important carbohydrate of our food, 
and the chief constituent of cereals, leguminous plants, and potatoes, 
grape sugar is formed by hydrolytic ferments in our alimentary tract 
and in our tissues. In diabetes, where the capability of oxidising the 
carbohydrates in the tissues is lost, all the carbohydrates taken in the 
food appear in the urine as grape sugar. 

Grape sugar ia very easily soluble in water, also in hot alcohol ; 
from its aqueous solution it crystallises with a molecule of water of 
crystalliaalion, but from its alcoholic solution without water of 
crystallisation. The solution rotates the plane of polarised light to 
the right [its specific rotation* being [ii]o=+52°'5], and upon its 
optical behaviour depends a method for its quantitative estimation, 
which is especially used in the analysis of diabetic urine. 

' A summtUT of the latest results of the investigation of the structare of sngaiB 
is given in Emil Fiaoher'a lecture, ' Syntheaea in the Sagar Otoup,' Ber. d. d. ohem, 
GaselUch. 1890, vol. iiiii. p. 2114. 

< [The specilio rotation in the deviation ot the pl&ne of polarised light pcodaeed 
by a la;er of a 100 per eenC, Bolution I decimetre in thickness.] 
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Grape sagar is an aldose ; on osidation it yields three acids : the 
monobasic gluconio, and glyouronic acids, and the dibasic saccharic 
acid; 



CHjOH 

(CHOH)^ 



CHjOH 

(CHOH), 
I 
COOH 

G-lycoDio or 



COOH 
I 
(CHOH), 

I 



COOH 

I 
<CHOH), 
I 
COOH 

Succbuio ftcld 



Of these acids, glyctironic acid is of physiological interest, as it 
ocoura as a product of the commencenaent of oxidation of grape sugar 
in the body. When the oxidation of sugar has once commenced in 
' our tissues, it continues rapidly and without cessation to the end- 
products, carbonic acid and water. Only occasionally, therefore, is 
glycuronic acid met with, and especially when aubstanoes combus- 
tible with difficulty, such as chlorinated fatty compounds [e.g. 
chloral], or aromatic compounds [e.g. camphor], are allowed to 
enter the organism ; by their combination with glycuronic acid this 
is prevented from being 0}:idised, and the product of their com- 
bination passes into the urine ; glycuronic acid can be obtained from 
them by hydroly tic decomposition,' The synthesis of glycuronic acid 
has been accomplished by B. Fischer ' [and according to him the 
origin of the glycuronic acid is as follows : — The chloral or camphor 
being poisons are removed from the body by combination with glucose, 
and this occurs with the aldehyde group ; the primary alcohol group 
of the glucose is then oxidised to the carboxyl group, and in this 
form, as a glycuronic acid compound, it is excreted in the urine. The 
organism protects itself against the poison in this way]. 

Among the decompositions of grape sugar, those fermentations 
brought about by moulds and bacteria are of particular physiological 
interest. The lactic acid fermentation has been described (p. 77) ; 
but the butyric acid fermentation (p. 82), and also the alcoholic fer- 
mentation, require further description. 

Butyric acid fermentation is brought about by the ferments pro- 
duced by certain bacteria,' and already more than twenty varieties 
of bacteria have been described which can produce this change. 

' M. Jaffa, Z. f. physiol. Ch«m. 1878, voL ii. p. 47; O. Sohmeideberg and H. 
UeTei, ibid. 1979, Tof. iii. p. 422 ; v. Mering, t6W. 1883, vol. vi. p. 480. 

' E. FiBoher and O. Piloty, Ber. d. d. chem. Oeaellich. 1891, yol. iiiv. p. 521. 

* Among the latest inreBtigatiouB on batjrio acid fermentation, see A. Schat- 
lenfroh and B. Qrassberger, Arch. f. Hygiene, lEIOO, vol. xxxvii. p. BA. 
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The decomposition produoed by some varietieB olosely follows the 
eqaatdon : 

C,H,A = C,HA + 2C0j + 2Hj. 

Equal volumes of oarboaio acid and hydrogen are evolved. 
Other species of bacteria produce, together with these three decomposi- 
tion products, lactic acid, butyl alcohol, acetic acid, propionic acid, 
oaproic acid, etc. Some authors suppose that the butyric acid fer- 
mentation always consists, firstly, in a decomposition of the sugar 
molecule into two molecules of lactic acid, as certain bacteria 
actnally convert calcium lactate into butyric acid ; ' in this case a 
synthetical process must be assumed. 

As the butyric acid bacteria are anterobic, certain species of them 
grow in the intestine of man, and the contents of the intestine always 
contain butyric acid. If the contents of the intestine be placed in 
a suitable vessel over mercury, the evolution of carbonic acid and 
hydrogen can be observed. The occurrence of nascent hydrogen 
accounts for the numerous energetic reduction processes which tate 
place in the intestine, and it is important to know that hydrogen is a 
very troublesome intestinal gas on account of its very low coeflBcient 
of absorption — fifty times smaller than that of carbonic acid — and con- 
sequently it is not, like carbonic acid, quickly absorbed by the walls of 
the intestine, and expired through the lungs.' It should therefore be 
the aim of the physician to take care that patients who suffer from 
chronic intestinal troables, and are disposed to flatulency, should only 
take easily absorbable carbohydrates, which will not reach the lower 
portions of the intestine, where the decrease in the acid reaction is 
conducive to butyric acid fermentation. The carbohydrates, which 
are taken in with acid fruits, do not easily undergo butyric acid 
fermentation, because the free acids, and the aromatic constituents 
in them, prevent the growth of the butyric acid bacteria, but the 
carix)hydrateB of cereals and leguminous plants easily undergo it. 
In many people butyric acid fermentation is encouraged by taking 
milk.' 

The alcoholic fermentation of sugar takes place in the organisms 
of a whole series of various yeasts, moulds, and bacteria. The process 
of decomposition never exactly follows the equation — 
CjHiA = 2CjH„0 + 200, 

' T. PaBohatin, PfiUger's Arch. 1873, vol. viu. p. B52; Alb. Wits, Ber. d. d. 
chem. GeselUch. 1881, vol. ivii. p. I1B8. 

■ Cf. BuQge, Textbook of Human Fhysiology, 2dA edition, 1905, vol. il p. 419. 
(VoBd. Leipzig.) 

■ E. Buge, Sitsumgaber. d. h. Ahad. d. W. tu Ifien, 1862, vol. xli?. p. 7S9. 
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— since bye-produots are always formed in small quantities, the 
greater part of which oonsist of glycerol and succinic acid (p. 84) : 
the higher alcohols (p. 67), propyl, butyl, and amyl alcohols, which 
constitnte fusel oil, only form a small portion of the bye-produots [and 
they probably arise from the hydrolytio decomposition products of 
proteins ']. 

The heat of combustion of ethyl alcohol is only nine-tenths of 
that of the sugar from which it is formed, according to the above equa- 
tion; one-tenth of the chemical energy contained in the sugar is 
therefore converted into vital energy during the process of fermenta- 
tion by the yeast organism, this energy being evidently utilised in 
the performance of its functions ; probably, however, only a portion 
of it is actually needed for this purpose. The evolution of such large 
amounts of alcohol has evidently another signiGoance in the life of 
the yeast ; it serves as a weapon against its competitors in the fight 
for existence, i.e. against other micro-organisms, for when fresh grape- 
must commences to ferment it teems with micro-organisms, moulds, 
and bacteria of all kinds. According to the rate at which the alcohol 
content rises, so do the other species of micro-organismB die out one 
after another, whilst the yeaat, multiplying very rapidly, outlives all 
the others and remains victor in the fight. It withstands the 
poisonous action of its own excreta better than most of its competitors. 
Direct experiments have shown that yeast can withstand as much as 
10-18 per cent, of alcohol in its nutrient medium, whilst most of its 
riva! micro-organisms are killed, or at least inhibited in thuir growth, 
when the amount of alcohol in their nutrient material reaches 4-10 per 
cent. 

The life-process of the yeast cell is not essential to the production 
of the alcoholic fermentation of sugar. It has been shown by Edward 
Buchner ' that the expressed juice of yeast cells, [i.e. quite free from 
any living cells], possesses the power of decomposing sugar into 
alcohol and carbonic acid ; be was also able to obtain an aqueous 
glycerine extract of the dried and crushed, [and therefore dead,] yeast, 
which could induce the alcoholic fermentation of sugar. 

In the technical utilisation of alcoholic fermentation for the pre- 
paration of alcoholic Hquors and of pure alcohol, it would be too 
expensive to start from grape sugar, and therefore either cereals rich 
in staroh, or potatoes, or berries and fruits, rich in grape sugar, are 

I ^. Ehrlioh, Ber. d. d. chem. Gesellsck. 1906, vol. iiiii. p. 4072 ; 1907, vol. 
ll. p. 1027] 

• Ed. Buchner, ibid. 1867, Tol. iii. p. 117, and 1900, vol. ixiiii. p. 3307. 
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employed. The starch is oonverted into the simpler carbohydrates, 
dexbriii and maltose, by the hydrolytic action of certain ferments, and 
the solution of these carbohydrates is then fermented by the yeast. 
Yeast contains ferments which convert dextrin and maltose into grape 
sugar, and also the ferment which decomposes grape sugar into 
alcohol and carbonic acid, [but it does not contain the ferment called 
diastase, or amylase, which is present in the cereal, and which converts 
the starch into dextrin and maltose. 

There are thus three stages in the decomposition of the starch : 

1. The conversion of the starch into dextrin and maltose by the 
diastase in the cereal. 

2. The conversion of the dextrin and maltose into glooose by the 
ferment maltase in the yeast. 

3. The conversion of glucose into alcohol and carbonic acid by 
the ferment zymase in the yeast. 

All pol^accharides are first converted into monosaccharides by 
special ferments before they can undergo alcoholic fermentation. 
Gane sugar, the other polysaccharide which is often employed, is 
first hydrolysed into glucose and fructose by the ferment invertase, 
and the two monosaccharides are then converted into alcohol and 
carbonic acid.] 

In the preparation of alcoholic liquors from grapes and fruits the 
process is simpler, as the yeast is already present on the surface of 
the berries and fruits, and, after they are pressed out, it at once sets 
the pre-formed grape sugar into fermentation. Pure alcohol is pre- 
pared by distillation after the fermentation process is over. 

Upon the alcoholic fermentation of grape sugar depends one of 
the most reliable methods for the qualitative and quantitative deter- 
mination of sugar in urine. 

[Fructose and galactose, the other common monosaccharides, are 
generally obtained from the disaccbarides cane sugar and milk sugar 
(see below). 

Arabinose and xylose, the two pentoses, are obtained by boiling 
gum arable and straw, in which they are contained as polysAcoharides, 
with dilute acids.] 

We will now consider the more complicated carbohydrates, the 
di saccharides, the best known of which are oane sugar, milk sugar, 
and malt sugar, or maltose. 

Cane sugar is very widely distributed in the vegetable kingdom, 
being especially abundant in the sugar-cane and the beet-root, from 
which it is obtained on the large scale. It forms beaatifol crystals, 
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very easily soluble in water, with a much sweeter taste than grape 
sugar. It rotates the plane of polarisation to the right (its specific 
rotation being [a]p= + 66°-5] ; on hydrolysis it is converted into two 
molecules of simple hezoseB, or monosoochuides : 
Ci,H„Oi, + H,0 = 2C,H„0,. 

These two hesose molecules are not identical; they themselves, and 
their compounds, possess different solubilities and therefore they 
can be separated. One of these two hexoses is identical with grape 
sugar and the other, as shown by its oxidation and decomposition 
products, is a ketose, namely, tniit sugar or fructose. This is also 
found very widely distributed in the free state in the vegetable king- 
dom, and forms, together with grape sugar and cane sugar, a consti- 
tuent of honey. !EVuct08e rotates the plane of polarisation to the left, 
and to a greater degree than grape sugar does to the right, [its specific 
rotation ^ being [a]i,= —93°] ; therefore, the mixture of grape sugar 
and fruit sugar in equivalent proportions, as obtained by the hydro- 
lysis of cane sugar, is lEevo-rotatory. When a dextro-rotatory cane- 
sugar solution becomes by hydrolysis hevo-rotatory the sugar solu- 
tion is said to be inverted, i.e. its rotatory power has been reversed. 
On this account a ferment, which exists in yeast and also very widely 
in animal and plant tissues, and which splits this disaccharide into 
the two monosaccharides, is called invertin, or invertase. 

Milk sugar, or lactose, the representative carbohydrate in the food 
of suckling mammals, is also a disaccharide; by hydrolysis [by 
acids or by the ferment lactase] it is decomposed into glucose and 
galactose. Galactose is a dextro-rotatory aldose, [specific rotation 
[a]]>^ +82°,] which does not occur in the free state in the animal 
body ; but it is found iu combination in cerebrin,^ one of the consti- 
tuents of nervous tissue (cf. Lecture 9). 

Lactose is much less soluble iu water than cane sugar, and 
possibly its less sweet taste may depend on this. It can be easily 
crystallised, and forms with a molecule of water of crystallisation 
large, hard, rhombic prisma. It is insoluble in alcohol, and thus 
differs from other sugars. 

[Maltose, [o][,= +140°, is, as above described, obtained by the 
hydrolysis of starch by the ferment diastase. It crystallises iu fine 
■ needles ; and it is converted by hydrolysis, by acids, or by the ferment 
maltase, into two molecules of glucose. 
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Tbe three diaEtocharides are therefore constituted as follows : 
Cane sugar | Sl""?^ Mftlto8e(8}°<"'^ LactosefeluooBe 

Tbe triBaceharide raffinose CigHjjOis is obtained from beet-sugar 
reaiduea. It is also dextro-rotatory [«](,— -H04'4''. It ia made up 
of one molecule of each of tbe monosaocharideB, glucose, fructose, 
and galactose, into wbicb it is decomposed by hydrolysis by aoida. 
The enzyme invertase splits o£E fruotoae, leaving a disaocharide com- 
posed of glucoBe and galaotoae, which Ib not identical with lactose, 
but is an isomer, and tbe enzyme emulsin splits oEF galactose, leaving 
the diaacchande cane augar.'] 

Of tbe large number of polysaccharides found in the vegetable 
and animal kingdoms starch ia the most important, as it is the chief 
carbohydrate of our food. It makes up 60 pec cent, of the dry sub- 
atance of leguminous plants, about 70 per cent, of the dry substance 
of grain, and up to 80 per csnt, of the dry substance of potatoea. 

The starch grains which occur in various plants, and in various 
parts of plants, have very different forms and sizes when examined 
under the mioroacope ; they consist of concentric layers, with a 
nucleus, placed sometimes in the centra, and sometimes escentrically. 
Starch grains are found, especially abundantly as reserve material, 
in the roots, tubers, and seeds of many plants ; tor example, in the 
tubers of potatoes, and in the seeds of grain, and in leguminous plants. 

The starch grains are not changed at all by cold water, and 
therefore they can be isolated by mechanically crushing the plant 
material, passing this through a sieve, decanting, and washing with 
cold water. This process ia carried out in worka on a large scale, 
and pure starch meal, called shortly starch or amylum, is obtained 
as a white powder. 

In hot water starch swells np to a paste, and this, when mixed 
with much water, forms an apparent aolution, which is opalescent ; 
it is never really in aolution, as it does not dififuse through colloidal 
membranes, and it belongs, therefore, to tbe so-called colloids. 

By dilute iodine aolution starch is coloured deep blue ; not only 
is iodine a very sensitive reagent for starch, but starch paste is a 
very delicate reagent for iodine, and for all substances which liberate 
iodine from its compounds ; starch paste is therefore much used in 
qualitative analysia, and in quantitative methods of titration. 

When starch is boiled with dilute acids, the starch molecule, 
• [C. Neubsrg, Biochem. Z. 1907, vol. iii. p. 510.] 
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whose size is unknown, ia completely broken down into simple 
glucose molecules : 

a;(C,H,oOs) + fl;H,0 - «(CbH„0«). 

Its hydrolyBiB by the ferments, which are contained in growing 
seedlings and in the secretione of the saUvary gltinds and the pancreas, 
is not such a simple process. The starch is broken down into dex- 
trin — a colloidal carbohydrate — and maltose — a disaccharide — which 
is decomposed, on hydrolysis by aoids, into two molecules oi grape 
sugar. Dextrin ia by no means a simple body ; several dextrins can 
be distinguished, one of which is colonred red by iodine, whilst the 
other is not. It is still undecided whether the two dextrins arise at 
the same time, or one after the other, according as more and more 
maltose molecules are split off from the starch molecule. Another 
colloidal carbohydrato occurs as an intermediate stage between starch 
and the dextrins ; it is colonred blue by iodine, and is therefore called 
' soluble starch.' Finally, it has beon shown that the original starch 
grain is not a chemical individual, and that the concentric layers 
consist of different carbohydrates in various proportions. 

Glycogen is a carbohydrate very similar to starch ; it is deposited 
in the tissues of nearly all animals as a reserve material, where it 
plays a similar part to that of starch in plants. Glycogen and 
starch are those forms in which the excess of carbohydrate is stored 
up in the tissues, whether as the reserve material for the later develop- 
ment of the embryo, as e.g. the starch in the tubers and seeds, or as 
the source of energy for functions to be developed later, as e.g. the 
glycogen in the liver and in the muscles of man. 

Glycogen and starch have another property in common : both are 
decomposed into a number of glucose molecules on boiling with aoids, 
or into dextrins and maltose by the action of ferments. They differ 
from one another in that the former dissolves in cold water, giving 
an opalescent solution, which is not coloured blue, but red-brown, by 
iodine solution. 

In the roots and tubers of many plants belonging to the family of 
the Gompositsa — Inula, Dahlia, Helianthus, dchoriam. Taraxacum — 
a carbohydrate is found which plays in them the same part as starch 
does in the potato tubers, but which differs from starch as it is not 
split up by hydrolysis into glucose molecules, but into Isevo-rotatory 
fructose molecules. This carbohydrate is called Inulin, from its 
occurrence in the tubers of Inula Helenium, and is of therapeutical 
interest. Many diabetic patients who have lost the capability of 
destroying dextro-rotatory grape sugar can still split up and oxidise 
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the IsBVO-rotatory fruit aug^r. It was therefore hoped that the innlin- 
aonbaining tubers would provide them with a substitute for food 
materials, rich in starch and grape sugar, but its use is inadvisable, 
because patients soon lose their power of tolerating fruit sugar. 

Cellulose is probably a still more complex carbohydrate than 
starch, and it forms the chief constituent of the cell membranes in 
plant tissues ; it ie characterised by its insolubility, and can therefore 
be obtained from all plant tissues, after they have been suooessively 
extracted with the ordinary solvents, i.e. by boiling with dilute alkalies 
and acids, alcohol, and ether; what remains behind is moderately pure 
cellulose, which retains the structure of the original tissue. Linen, 
cotton wool, and filter-paper are nearly pure cellulose. When these 
substances Eire treated first with concentrated sulphuric acid at the 
ordinary temperature, and then boiled with dilute sulphuric acid, cellu- 
lose is broken down into a number of grape-sugar molecules. In the 
treatment with the concentrated sulphuric acid, cellulose passes into 
a colloidal modification, which is coloured blue by iodine and is called 
' amyloid ' ; ' upon which a reaction for detecting oellulose depends. 
Technical use is made of this conversion of cellulose into a colloidal 
substance in the preparation of parchment paper. When ungela- 
tinised paper is acted upon for a short time by conoentrated sulphuric 
acid and is then washed with water, vegetable parchment is obtained ; 
the paper now no longer consists of a felt composed of separate 
threads of oellulose, nor does it contain pores through which filtration 
is possible, but it consists of a continuous colloidal mass. Filtration 
through such parchment paper is not possible, but diffusion is, i.e. 
when different substances are present in the same solution, all these 
do not pass through it in proportional quantities, but some pass 
through more quickly than others. 

Cellulose dissolves entirely without decomposition in ammoniacal 
copper oxide solution, from which it is again precipitated by acids 
and salts ae an amorphous powder. 

When cellulose is treated with a mixture of nitric and sulphuric 
acids, nitric acid esters are formed, the hydroxyl groups of the 
cellulose combining with the nitric acid, with elimination of water, in 
the same way as in the formation of nitroglycerine (p. 96) ; 
these nitric acid esters of cellulose are also explosive compounds. 
According to the concentration of the acids and the duration of their 

' This must not be conCounded with the pathological amfloid degeneration ol 
tiBsaee, which gives & similar iodine .reaction ; nothing more ia known about tbia 
substance, except that it contains nitrogen. See N. P. Kravkow, Jrc't./. ftcp«r. 
Pathol, n. Pharmakol. 1B98, vol. il. p. 195, where the earlier literature is cited. 
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action upon it, one to three NOg radicals to every six carbon 
atoms enter the moleoale of cellulose. If cotton wool be nsed 
in the preparation, and the highest nitrate oont^ning three NOg 
groups to every six atoms of carbon he formed, gnnootton is 
obtained, which still retains the appearance of the cotton wool. The 
lower nitrates with one and two NOj groups, when dissolved in a 
mixtmre of alcohol and ether, constitute ooLlodion, which is used in 
sargery and photography ; in histology collodion is nsed for embed- 
ding microscopical preparations, the very pure collodion, which is 
specially prepared for this purpose, being called celloidin. Celluloid 
is a solution of slightly nitrated cotton wool in molten camphor ; it 
is used as an imitation for vulcanite and bom, but has the great 
disadvantage of being very easily inflammable. 

Cellulose also occurs in the animal kingdom. Carl Schmidt^ 
(1822-1894) in 1844 made the discovery that tiie tunica of the Asctdia 
contain cellulose as their chief constituent. This statement has been 
repeatedly confirmed by later investigations, and recently by the 
accurate researches of E. Winterstein.* 

' Carl Schmidt, The Comparative Physiology of the Lower Animals (Vieweg & 
Son : Brunawick, 1845), pp. 1-66. [0. v. Forth. Comparative Chemical Physi- 
ology of the Lower AmmaU (FiBcher : Jena, 1903). p. 467.] 

' E. Winteratein. 2. f. phytiol. Chem. 1893, irol. lyiii. p. 43. Here the other 
literature upon aaimal cellulose is summarised. 
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LECTUBE IX 

THE QLDOOBIDBS 

Mention has been frequently made o£ the glnoosides, bodies 
which on hydrolyBis are broken down into a monosacchaiide, aad 
one or more other compoonds. The hydrolysis, i.e. deoompoeition 
with absorption of water, is prodnced both by fermente and by boiling 
with acida. The monosaccharide is, in most cases, grape sugar, but 
certain glucosidea yield another variety of sugar. The substances 
combined with the sugar belong to the most varied classes of organic 
compounds. The glncosides are very widely distributed in the 
vegetable kingdom, and as our knowledge of plant chemistry in- 
creases, new ones are continually being discovered ; more than a 
hundred different glncosides have already been investigated and 
described, but only a few of this large number are of interest medically. 
The glucosides are generally divided into those free from nitrogen, 
and tbose containing nitrogen. 

A pharmacologically interesting glucoside is found in the bark of 
the willow ; infusions of willow bark were used in olden times as 
remedies ; at the time of Napoleon's march over the continent of 
Europe quinine bark was very expensive, and willow bark, which 
has the same bitter taste as quinine bark, was used in its place. 
It was fonnd that an extract of willow bark had a good effect upon 
the course of many feverish illnesses, though it had not the specific 
action of quinine in intermittent fever ; later, the ac6ve consti- 
tuent was isolated from aqueous extracts of willow bark. If the 
bark be extracted with boiling water, and the concentrated extract 
digested with lead oxide and filtered, and the dissolved lead then 
removed with hydrogen sulphide and filtered off, rhombic leaflets and 
prisms, which have an intensely bitter taste, separate out from the 
concentrated filtrate. This compound was called salicin, after the 
botanical name of the willow, Salix. Exact chemical investigation 
showed that by ferments, or by boiling with acids, salicin was decom- 
posed with absorption of water into glucose and a crystalline nitrc^eu- 
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{ree compound, saligeniQ, the elementary analysis of which gave it 
the empirioal formula CjHsOj,' More exact study of the structure of 
aaligenin showed that it was ortho-oxybenzylalcohol {p. 176), a com- 
pound which can also be obtained by synthesis ; 



I 

C 

/\ 

H— C C — OH 

I II 
H — C C— OHjOH 



Salicin, the compound of saligenln with glucose, has the com- 
position : * 



-C C— 0— C.H,,0, 

I II 
-C 0-CH.,OH 



The remedial action of willow bark was thus explained : Saligenin 
is a primary alcohol, which on oxidation most yield salicylic acid 
(p. 161), and consequently salicin must possess all the pharmacological 
actions known to be possessed by saheylic acid. 

Salicin is decomposed into sugar and saligenin by the ferments of 
the alimentary secretions and of the tissues, and the saligenin is then 
oxidised to salicylic acid. Saligenin has the advantage over salicylic 
acid and its salts in that it does not irritate the mucous membrane of 
the stomach, and hence does not so easily produce digestive dis- 

' B. Fiiia, lAehig'i Ann. d. Chem. 1845, vol. Wi. p. SB. 

' [The conatitQtiOD of the variaua aromatio conatitueiitB oombined irith (tlooose 
in (he glucoBJilea nill be easU; understood after the aiomatio oompoundB have been 
Etadied. It isbettertodiscusa the glacosidea after the carbohydrates, b,b man; have 
been syntbeticallf pcepared (aee later) which do not contain aromatio constitnenlf^ 
and are ot importanoe on accoant of the constitntion of glucoae.] 
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tarbanoes. The pharmacologist MannS ^ has, however, warned U3 

against the use of salicin, SA saligenin ie not completely oxidiBed to 
Balieylio acid in the body, since a portion is oxidised only to Balloylic 
aldehyde, which is poisonons. 

Like the decoction of willow bark, a deooction of the leaves of 
bear-berries, ArlmlTis uva ttrsi, one of the Ericacesa growing wild in 
Central and North Europe, has been greatly prized as a remedy for 
centuries ; it has been used with sucoess in the treatment of cystitis. 
Its therapeutic power was only explained when the prepajration of the 
crystalline glucoside arbutin from the aqueons extract of the leaves 
of the bear-berry had been accomplished, and it bad been shown that 
this glucoside broke down into glucose and hydroquinone (p. 172) : 
OH OH 



H— C C — H H — C — H 

I II + H,0 = I II + CbH„0„ 

H — C C — H H— C C— H 



OH 



Hydroquinone is an ^lergetic antiseptic ; a small quantity of it 
added to urine outside the body prevents its alkaline fermentation 
(p. 151), which occurs in cystitis in the urinary passages. 

[Phloridzin is another glucoside, which breaks down on hydrolysis 
into glucose and phloretin. When taken internally it produces 



The active constituents of digitalis belong partly to the nitrogen- 
free glucosides, but as yet all these have not been separated in a 
satisfactory manner, and the chemical composition of the various 
components of the active glucoside still remain uninvestigated.^ 

AmygdaUn is an example of the glucosides which contain nitro- 
gen ; it is found in large quantities in the bitter almond, in small 
quantities in the sweet almond, and also in the kernels of apples, 

■ W. Marm^, NachrichUn von d. k. OMelUch. d. W. Gottingen, 187B, pp. 229, 
378. Cf. also A. Bochwald, On the Action and Therapeutie Valve of Salicm, 
Disseit. BreBlao, 18TH. 

' 0. SohmiBdebOTg, Arch.f. exper. Pathol, u. Pharmahol. 1874, vol. iii. p. 16 j 
1888, ToL xvi. p. 149. H. KiUani, Ber. d. d. chem. Oeiellaeh. 1891, toL uiv. p. B89. 
and 1698, vol. zxxt. p. 24S4 ; Areh. d. PharmacU. 1693, to], com. p. 350, and 
1S9S, vol. ccxixi. p. 448. In these papers aU (he literetorB on digitalie is 
collected togetiier. 
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pgars, apricots, peaches, plums, cherries, and other fruits belonging 
to the family of the BosaoeEB, espeoially in the bark of the bird- 
oherry, Prwms padui, and in the leaves of the cherry-laurel tree, 
Pnmui laurocerasus. Amygdalin can be extracted with alcohol 
from these porldoDs of the plants, and made to crystallise ; the crystals 
are easily soluble in water, and are deoompcwed on hydrolysis into 
grape sugar, benzaldehyde (p. 177), and prussic acid (p. 132), with 
the absorption of two molecules of water : 

[ C,oHj,NO„ + 2H,0 = CeHs.CHO + HCN + 2CsH„0g. 

From this equation it is seen that two molecules of glucose are 
obtained from amygdalin. These two molecules of glncose are com- 
bined together in the form of a disaooharide, and amygdalin is there- 
fore not a simple glucoside, like salicin and arbutin. It has been 
supposed th^t the two glncose molecnles were combined together in 
the form of maltose, and that amygdalin was therefore a maltoslde. 
Becent work ' does not confirm this view, and the mode of combina- 
tion of the two glucose molecules remains undecided. By the action 
of dilute aoid, or by the yeast enzyme amygdalase, only one molecule of 
glncose is split o£f, and another glucoside, mandelonitrile glucoside, is 
obtained, which can then be hydrolysed to glucose, benzaldehyde and 
prussic acid : 

CjH^ — CH ~ CN C^Hj — OH - CN 

I + HjO = I + C,H„Oa 

0— C„H„0,o 0— CjHjA 

AmygiMiiL UHUdeloDltrlta ainiwM. 

glnowlde. 

C.H5 — CH — CN 

I + H,0 = C,Hs — CHO + HCN + C^H^O, 

O— C,Hi,Os 

Uand^lonLbtlfl ; lueoalde, BenzaldehTdfl- Frnsslfl Glunwe. 

The hydrolysis of all natural gluoosides is effected by boiling 
with dilute acids, or by the ferment emulsin, which-ie contained in 
almonds whether bitter or sweet, together with amygdalin. Like all 
the ferments occurring in the animaJ and vegetable kingdoms, it prob- 
ably belongs to the group of the proteins. (Cf. Lecture 17.) 

If we enquire what is the significance of amygdalin in the develop- 
ment and life of the plants in which it is found, the question may be 
answered by the following tacts : The constituents which are liberated 

' [Caldwell and Conrtauld, Jour. Ckem. Soe. 1907, vol. Koi. pp. 686, GTl; Proe. 
Boy. Soe. 1907. vol. lizii. b, p. 360. H. E. Armstrong and £. F. Armateong, Proe. 
Boy. Soe. 1907, vol. Ixiiz. b, p. 360.] 
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with the BQgar on hydrolysis, serve as a weapon against the attacks 
of mioro-organiams, moalda, and bacteria ;'b6azaldehyde, like most 
aiomatio oompounds, is an antiseptic and therefore bactericidal, and 
pmssio acid, as we have Been (p. 133) is apparently a general proto- 
plasmic poison which inhibits the life of every cell. In almonds, and 
generally in the seeds of plants, the most important food-stuSs — 
proteins, fats, carbohydrates — are stored up as material for the later 
growth of the seedling, and these reserve stores form the most 
favourable media tor the growth of all kinds of micro-organisms. As 
soon as moulds or bacteria penetrate the seed, the amygdalin comes 
into contact with the emulsin, which was previously separated from 
it by a histological arrangement, and the poisons are set free and 
kill all the micro-organisms. Amygdalin plays the same important 
rdle in the bark of the bird-cherry ; whenever the integument of the 
plant is wounded, an antiseptic treatment of the wound is imme- 
diately ensured. It appears as if every plant contains a glucoside 
in its bark which acts as a defence against the invasion of micro- 
organisms, and it is very remarkable that the constituents of glucosides 
are always bacterial poisons, the majority of which are aromatic 
compounds. The aaligenin in the wounded bark of the willow has 
the same function as salicylic acid in the treatment of wounds in 
man. In the bark of the conifers the balsams (p. 308) assume the 
functions of the glucosides ; at each incision in the bark, this liquid, 
composed of bsicEerial poisons, flows over the wounded spot. In 
olden times surgeons poured balsam into wounds, and they learnt 
this method of treating wounds antiseptically from the pine trees. 

In the higher animals it is not glucosides, or aromatic compounds, 
which defend them against the invasion of bacteria, but probably 
albuminons substances from the group of the toxalbumins (cf. 
Lecture 17), whose poisonous intensity greatly exceeds that of all the 
aromatic compounds, and even of prosaic acid. But there are some 
animals which appear to protect themselves against micro-organisms 
by glucosides. In certain hothouses in Holland a large number of 
'millipedes are found, which have come in vrith foreign plants, and 
which are recognised by the distinct smell of bitter almonds diffused 
by them. According to certain chemical investigations,' these milli- 
pedes contain a substance which, under the action of a ferment 
present in the animals, breaks down into prussic aoid and another 
volatile body, probably benzaldehyde. 

In the seeds of the black mustard potassium myronate, a glu- 

■ C. Onldensteedeu-Egelitig, FflUger'i Arch. 1883, vol. iZTiii. p. 576. 
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C09ide containing both nitrogen and Bolphur, is found, together with 
mTTosin, a ferment like emulsin, bj whose action the potasaium 
myronate is split up into glnoose, mustard oil (allylsalphooyanide, 
pp. 98 and 144), and acid potassium sulphate : 



The acid potassium sulphate in aqueous solution partially breaks 
down into neutral potassium sulphate and free sulphuric aoid : ^ 
2EH80^ = KjSOj + H,80,. 

Here, together with the mustard oil, a well-known baeterial 
poison, another antiseptic occurs, by which the mustard seed 
protects itself agaiaat its enemies, namely the strongest mineral 
acid ; mineral acids belong to those bodies which kill all bacteria. 

ThiB curious fact that the strongest mineral acid is liberated by 
simple ferment action from potassium myronate, a perfectly neutral 
compound, is worthy of notice in relation to certain questions in animal 
physiology. At the commencement of the alimentary canal of many 
animals, and also in the stomach of man, a secretion is poured out 
which contains free sulphuric or hydrochloric acid. This secretion has 
the same function as the salphuric acid which is liberated from the 
mustard seeds, namely that of killing bacteria, but as yet it has never 
been explained how free mineral acid is separated from the alkaline 
blood, and the study of the hydrolysis of potassium myronate may 
give us a possible cine to solving this question.' 

Finally, a glucoside has been discovered in the organism of 
mammals, in their nervous system. An amorphous nitrogenous 
substance, cerebrin, can be isolated from the brain, which, when 
boiled with dilute acids, decomposes into galactose' (p. 116); the 
other constituent, combined with the galoctoso in the gluooside, hag 
not yet been completely investigated. 

[A large number of artificial gluoosidea are also known ; not only 
are they derived from glucose, but also from galactose, mannose, 
maltose, etc., and they are prepared by the action of hydrochloric acid 
upon the sugar and alcohol- Two compounds are generally obtained, 
and they are termed o- and /3-glacosidea. The methyl -glucosides, 
from methyl alcohol and glucose, are of particular importance as they 

■ Thomag Graham (1805-1B69), Liebig'g Ann. d. Chem. 18C1, vol. liivii. 
p. 80. 

■ CI. a. T. Bnnge, Textbook of Buman Phyaiology, 1905, Snd edition, vol. ii. 
Loot. 12 ^ogel, Leifodg). 

' H. Tiiierielder, Z. f. physiol Chem. 1889, TOl. liv. p. 309. Sarein the 
esrliei literature on cerebrin ia cited. 
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show a peculiar beliavioiir towards the aotdon of the ferments maltase 
and emulsiB. It has been found that the a- compound is only hydro- 
l^ed by moltase and not at all by emulsin, which attacks only the 
j8- compound. Emil Fischer, who first prepared these compounds 
and noted these differences, ooncladed that their structore played a very 
important part as regards their, behaviour to enzymes, and that the 
enzymes themselves must be built up in a manner correlative to that 
of these glucosidea, like look and key. The formulse of these com- 
pounds show that one of the asymmetric carbon atoms is different 
in the a- and ;8- compounds — 



CH,0 - CH 





CHaOH CKjOH 

a- and ^-meChfl-glucoaldes. 

— and this difference probably accounts tor the different action of these 
enzymes* 

It will be noticed from these formulae that the constitution of 
aldehyde and polyhydrio alcohol, previously given to glucose, has been 
altered ; the glucosidea do not reduce, and hence do not contain 
an aldehyde group. The formula given is known as the y-Iaotone 
formula, which really expresses the constitution of glucose better 
than the aldehyde formula : 

HCOH 

|\. 

HCOH 

I 

HOCH 




A y-lactone is formed when two hydroxyl groups occur in a molecule 
in the y-position ; it is simply an anhydride formed by the loss of a 
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molecule of water. The simplest case is that of y-hydroxybutyric acid 
which forma y-butyrolaetone : 
CH,OH 



I = H,0 + 

COOH 

y-hjdiMjbul. ri« acid. y-bntrrtJiotone, 1 

Formerly, chitin, the chief conatitnent of the external akeleton of 
the Arthropods, waa conaidfered to be a glucoaide, because glucose and 
ammonia could be split o£f from it by the action of concentrated 
aulphuric acid. Chitin differs from the true glucosidea in that it 
does not spHt off sugar when boiled with dilute acids, or by the 
action of fermeDta. The substance which is first separated by the 
hydrolysis of chitin is not a sugar, but the amine of a sugar, a 
hesose in which a hydroxyl group is replaced by the NHj group. 
This compound, glucosamine, is partially decomposed by concentrated 
sulphuric acid into glucose and ammonia. 

Chitin can easily be prepared in large quantities from the claws of 
crabs and lobsters, or the carapaces of large beetles. These are first 
extracted with dilute hydrochloric acid, caustic soda, alcohol, and ether, 
and are then decolourised with a solution of permanganate. Pure white 
chitin is thus obtained, which stiil retains the form of the external skele- 
ton of the arthropod used ; henca the name chitin, from the Greek word 
XiTcuv, cloak. No solvent is known which can dissolve chitin without 
decomposing it. If it be boiled for some time with concentrated 
hydrochloric acid, it breaks down into glucosamine and acetic acid ; 
the latter can be distilled off, and when the residue is evaporated 
down on the water bath glucosamine hydrochloride crystallises out. 
This decomposition of chitin is also effected by concentrated sulphuric 
acid ; by the further action of the sulphuric acid, a portion of the 
nitrogen is then split oET from the glucosamine as ammonia, and a 
compound is formed which gives all the reactions of a sugar. 

George Ledderhose,' in Hoppe-Seyler's laboratory, estimated the 
quantity of glucosamine hydrochloride and acetic acid which are 
formed by the decomposition of chitin, and arrived at the following 
formula : 

2C,iH,sN,0,o + 6HjO - 4C8H„(NH5)0s + 8C,H,0j 

Chitio. Glucommine. Acetic acid. 

. p. 213, and 1880, 
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It is, however, questionable whether the acetic acid is really formed 
by the hydtolytic decompoaition of chitin, for Lcdderhose noticed, 
together with the acetic acid, small quantities of other volatile fatty 
acids, especially formic and butyric, and it is probable that these 
fatty acids are secondary products of decomposition of the carbo- 
hydrate.' The constitution of cliitin has not yet been definitely 
determined. 

Free glucosamine decomposes very rapidly in aqueous solution 
with evolution of ammonia, and in order to prepare it pure, 
crystals of glucoaamine hydrochloride are suspended in alcohol and 
decomposed by the alcohol -soluble organic base, diethylamine. Free 
glucosamine is thereby separated in fine needles.' 

By the action of nitrous acid the NHg radical in glucosamine 
was replaced by OH (p. 62) and the corresponding monosaccharide 
thus prepared.* This was not fermentable by yeast, but it possessed 
the reducing properties of the sugars, and rotated the plane of polar- 
isation to the right. Up to the present it has not been crystallised. 

In recent years glucosamine has often been met with in the 
investigation of the decomposition products of the complicated com- 
pounds of the animal body, O. Schmiedeberg ^ found it amongst the 
decomposition products of chondrin, the chief constituent of cartilage ; 
and Friedr. Miiller and his pupils ' have obtained it as a decomposi- 
tion product of mucin and egg albumin. Emil Fischer has synthesised 
glucosamine, and he has written upon the value of this discovery 
as follows : 

' The synthesis of glucosamine shows that it is an intermediate 
stage between grape sugar and the a-amino acids, and consequently 
it is one of the long-sought-for biidges tietween the caibohydratee 
and the proteips,' * 

' E. E. San<lwik, Z.f.pkyiiol. Ohem. 1881, vol. i. p. 884. 
' B. Bteuer, Ber. d. d. chem. Qesellsch. 1898, vol. mi. 2193. 

• G. Ledderhoae, Z. f. phyHol. Chem. 1880, vol. iv. p. 139. 

' 0. Schmiedeberg, Arch. f. exper. Pathol, u. Pharmakol. 1891, vol. xiviii. 
p. 365. 

' Friedr. Miiller, Z. f. Biol. 1901, vol. ilii. p. 468 ; Langstein, Z. f.uhysiol. 
Chem. 1901, vol. ixxi. p. 49. Cf . also E. Abderholden, F. Bergeiland T. DorpinghanE, . 
Z. f.physiol. Chem. 1904, vol. xli. p. 530, 

* Emil Fischer, Syntheses in the Purine and Sugar Oroupa, lecture given on 
December 13, 1902, before tbe Swedish Academy of Ucience, Stockholm (Vieweg & 
Son : Brunswioli, 1903), p. 24. 



n,g,i,7cd by Google 



LECTUEB X 

IHB OYANOOBN 

The cyanogen radical has been previously mentioned several times, and 
the compounds of cyanogen might have been more properly described 
with the derivatives ot marsh gas, and the methyl compounds. 
Cyanogen {— C=N) is a methyl radical, in which the three mono- 
valent hydrogen atoms are substituted by a trivalent nitrogen atom. 
In the tree state cyanogen, like methyl, is unknown, but, just as two 
methyl radicals, when set free from their compounds, unite 
together to form dimethyl or ethane, so also do two cyanogen radicals 
anite together to form dicyanogen, a colourless gas with a pungent 
smell. The determination of ^e density of this gas shows that its 
molecnie contains two atoms of carbon and two atoms of nitrogen : 

— C=N I 



At the ordinary temperature water absorbs four times its volume 
of cyanogen. In many reactions the cyanogen radical behaves like 
the halogens, chlorine, bromine, and iodine ; with hydrogen it combines 
to form an acid, prusaic acid, which reacts analogously to hydrochloric 
acid ; with metals it forms salts which are practically isomorphous 
with the metallic halides ; potassium cyanide crystallises in cubes 
like potassium chloride, bromide and iodide. 

The alkali cyanides are formed whenever carbon and nitrogen 
come into contact with the alkalies, or the alkali metals, at a high 
temperature ; thus, when potassium carbonate and carbon are heated 
in an atmosphere of nitrogen, or when nitrogenous organic com- 
pounds are heated with the alkaU metal. Upon this latter reaction 
depends a method for tlie detection of the presence of nitrogen in 
organic compounds. When ammonia is passed over red-hot carbon, 
ammonium cyanide is formed, and this explains the occurrence of 
this compound in unpurified illuminating gas (ef. Lecture 12). 
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If cyanides be distilled with a non-volatile acid — tartaric, or dilute 
sulphnric— free hydrogen cyanide, or prassic acid, is obtained, as a 
colourless liquid with an intense smell of bitter almonds, boiling at 
26'5° G. It has been shown (cf. Lecture 9) that bitter almonds con- 
tain a glucoside, from which prusBic acid can be split ofi. Prussic 
acid is a very feeble acid, and is partially espelled from its salts 
by atmospheric carbonic acid ; hence its nentral salts always smell 
of bitter almonds. The impression of the smell is in fact the most 
sensitive test for prussic acid, but it must be remembered, firstly, that 
other substances, e.g. nitrobenzene (cf. Lecture 14) have a similar 
smell, and, secondly, that the olfactory nerves very soon become 
blunted to the impression of prussic acid. 

If mercuric oxide be dissolved in prussic acid, mercuric cyanide, 
Hg(CN),, is obtained, which is a colourless salt crystallising in 
quadratic prisms. When this salt is heated it is decomposed into 
mercury and cyanogen, and by this method free cyanogen is prepared. 

Prussic acid, the cyanides, and cyanogen are very intense poisons. 
Prussic acid and cyanogen produce death when they are Inhaled, as 
well as when they are dissolved in water and taken into the stomach, 
Prussic a,cid is at once liberated from cyanides in the stomach, by the 
acids of the gastric juice. One milligramme of prussic acid for every 
kilogramme of body-weight is a fatal dose to warm-blooded animals, 
when injected subcutaneously, and death ensues from inhibition of 
the respiratory centre. Cyanogen works similarly but slower, and 
its lethal dose is slightly larger.' Both prussic acid and cyanogen 
paralyse the heart, as can be shown on the isolated hearts of cold- 
blooded animals, but probably both cyanogen and prussic acid belong 
to the general group of the protoplasmic poisons, i.e. poisons which 
destroy the lite of any and every cell. All invertebrates, as well as 
all those unicellular animals and plants upon which experiments hare 
been made, are killed by prussic acid and cyanogen. 

A nutrient medium containing one gramme of cyanogen in 2500 co. 
will kill all yeast cells in twenty-four hours, and a solution contain- 
ing 1 per 1000 prussic acid will stop the development of putrefactive 
and lactic acid bacteria, and kill algie in a few hours. Infusorians 
and smaller worms are killed in less than two minutes when the water 
in which they are living contains one gramme of cyanogen to two 
litres ; prussic acid is thus less poisonous than cyanogen to lower 
animals, but the reverse is the case with higher animals. To the 
higher plants prussic acid and cyanogen are equally poisonous ; the 

' B. Bnnge, On the Action of Cyanogen, Diss. Dorpat, 1879. 
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seedliags ot peas and grain are killed within three days when their 
nutrient medium contains one gramme of the poison in five litres ; 
young lupines, 8 cm. high, are killed in fifty-five hours if ^zhsif 
part of cyanogen is contained In their nutrient solution.' 

It is a fact of the greatest interest that compounds with so simple 
and well-known a constitution as prussic acid and cyanogen can 
cause such intensely poisonous effects, and we may hope that the 
investigation of the chemical processes which give rise to these simple 
compounds in our tissues will enable us to gain an insight, not only 
into the manner by which the poison acts, but also into the normal 
processes of life. It is therefore important to physiologists to know 
exactly the relation of cyanogen to all ihe compounds which occur in 
our tissues, as only under these conditions can we hope to attain to a 
profitable position of enquiry into the nature of the chemical processes 
in our tissues, which are deranged through the poison : therefore it is 
necessary lo study the chemistry of the cyanogen compounds in 
further detail. 

Prussic acid and cyanogen can be obtained by several other methods 
than those above described, and they are of considerable theoretical ■ 
interest. 

Cyanogen is formed by the direct combination of its elements, 
when electric sparks are allowed to pass between carbon poles in an 
atmosphere of nitrogen.' Cyanogen combines directly with hydrogen, 
forming prussic acid, when a mixture of the two gases is submitted 
to the infiuence of a silent electric discharge at a high temperature. 

Prussic acid is also formed when electric sparks are allowed to 
ptws through a mixture of acetylene and nitrogen : ' 
C,H, + N, = 2CNH. 

A further theoretically interesting method of preparing prussic acid 
is from chloroform and ammonia ; in this reaction three molecules 
of hydrogen chloride are eliminated. This reaction takes place both 
when the two gases are allowed to act upon one another under a 
high pressure and at a high temperature, and also when chloroform 
and ammonia are boiled with potash : 

CHCl, + H,N = SHCl + CNH. 

The formation of prussic acid from ammonium formate (p. 41) Is 

' 0, Loew and M. Taukamoto, Bulletin of the Coll. of Agriculture, Tokio, 1894, 
vol. ii. No 1 ; Investigations on Nutrient Media, etc, 1894, vol, i. No. 7. 

' J. Ft. Augaste Morren, Compt. rend. 1859, vol. Ifiii. p, 342. 

• Berthelot, ibid. 1868, vol, Ixvii. p. 1141, or Liebiq's Ann. d. Chem. 1869, 
vol. ol. p. 60. 



I. Cookie 



134 ORGANIC CHEMISTRY FOB MEDICAL STUDENTS 

physiologically especially interesting. Ammonium formate, a deli- 
quescent salt, on heating loses first one molecule of water giving 
formamide, a colourless liquid, and then by the loss of ft second 
molecule of water, prussic acid : 

HCOO(NHJ - HCONH, + H^O = HON + 2HjO. 

The analogous conversion of ammonium acetate into acetamide 
and acetonitrile was described on page 59 : 

CH3C00(NH,) = CHjCONH, + H,0 = OH,CN + H,0. 

Nitriles are the compounds which are derived from acids by the 
BUbstitution of cyanogen for the carboxyl radical. Prussic acid is 
thus the nitrih of formic add. ' 

Nitriles in aqueous solution and in the preseaoe of alkalies, or 
acids, have a tendency to decompose water into its elements, to unite 
with these elements, and be reconverted into amides and ammonium 
salts : 

CHjCN + 2H,0 = CHaCONH, + H„0 = CH^COOtNH,). 

In the case of the nitrile of formic acid — prussic acid — this conver- 
sion takes place when the aqueous solution is allowed to stand at the 
ordinary temperature : 

CNH + 2H,0 - HCOO(NHJ. 

But when easily reducible, and at the same time oxidisable, com- 
pounds are present, the elements of water are not combined with 
the prussic acid, but serve for the reduction and oxidation of this 
compound. Such a compound is the aldehyde of oxalic acid, the 
so-called glyoxyhc acid ; this, in the presence of prussic acid, is partly 
reduced to glycollic acid {p, 62), and partly oxidised to oxalic acid : ' 

COOH COOH 

I H, I 

COH CHjOH 

COOH COOH 

I I 

COH COOH. 

0. Wallach ^ has described a whole series of compounds which 
are oxidised and reduced, in an analogous way, in the presence of 
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pmssio acid, without the prugsio acid itself undergoing any change ; 
it acta here as a ferment or catalyaer. 

This is a fact of great phy4ological and toxicological interest. It 
is conceivable that the poisonous action of prussic acid depends upon 
its capability of decomposing water, thereby evoking osidatioQ and 
reduction processes. In every animal and plant cell oxidation pro- 
cesses, and possibly also reduction proeesBeB, take place, and if 
prussic acid likewise can hring about such procesaea, but in the 
wrong place and at the wrong time, it may be supposed that the 
normal chemical processes and the normal functions are thereby 
deranged, and so intensely poisonous effects are produced. 

It is possible that by reason of its power of decomposing water 
prussic acid inhibits the catalysis of hydrogen peroxide by organic 
ferments, and by finely divided platinum. Schonbein' (1799-1868) 
showed that many constituents of plant and animal tissues exercised 
a so-called catalytic action upon hydrogen peroxide, producing water 
and oxygen, and that a small quantity of prussic acid inhibited this 
catalytic action. Later experiments have shown that the catalysis 
of hydrogen peroxide can also be brought about by ferments — 
digestive ferments, yeast ferments, etc. — and that this catalysis is also 
stopped by prussic acid. 

E. Buchner ^ showed that small quantities of prussic acid not 
only hindered the catalytic action of yeast-juice upon hydrogen 
peroxide, but also its specific catalytic action upon sugar, i.e. alcoholic 
fermentation. Theae facts may perhapa give an impulse to fruitful 
investigation upon the poisonous action of Cyanogen. 

The so-called free cyanogen, or dtcyanogeu, is also a nitrile : it 
is the nitrile of oxalic acid. Dicyanogen results from ammonium 
oxalate in the same way as prussic acid from ammonium formate, and 
acetonitrile from ammonium acetate {p. 134) ; when ammonium 
oxalate is heated it losea water, and is converted into oxamide (p. 64), 
which on further heating with a dehydrating agent, such as phosphoric . 
acid anhydride, yields dicyanogen : 

COOfNH.) CONH, CN 

I = I + 2H,0 = [ + 4H,0. 

COO(NH^ CONH, CN 

I C.F. SchCnbein. Joum. f. praht. Chem. 1868, vol. ov. p. 202; Z.f. Biol. 
1867, vol. iii. p. 140. G. Bredig. Inorganic FermenU (Engelmann : Leipzig, 1901), 
pp. 68 S. Herein the literature on the inhibitioD of . catalysis 1i; praeeic acid is 
collected together. 

' E. Buchner and E. Eivpp, Ber. d. d. chem. Oesellach. 1897, vol. iii. p. 2672; 
Bachner, ibid. 1898, vol. iixi. p. 668. 



bi Google 



13G OBGAHIC CHEMISTRY FOE MEDICAL STUDENTS 

Conversely, dicyanogen, by the absorption of the elements of 
water, is reconverted into oxamide and ammonium oxalate, when 
cyanogen ia passed into water in which a smaSl quantity of 
acetaldehyde is dissolved.' Under similar coaditioaB cyanogen pro- 
duces a decomposition of water molecules in the cells of plants and 
animals, and its poisonous action can be hypothetioally explained in 
a similar way to that of prussic acid. Certain reactions point to the 
presence of aldehyde groups in the side chains of the protSin mole- 
cules of living cells,' which might behave like acetaldehyde in the 
conversion of cyanogen into oxamide. 

Cyanogen and prussic acid are the only two nitriles which show 
no isomerism ; all other nitriles exist in two isomeric forms, as 
nitrites in the strict sense, and as isonltriles or carbylamtnes, which 
have different physical properties, different methods of preparation, 
and different products of decomposition. 

The isonitrile corresponding to acetonitrile (pp. 59 and 134) is 
formed when methylamine and chloroform act upon one another in 
alcohohc potash solution : 

CHCl, + HjN— CHj - 3HC1 + C— N— CH^. 

The hydrochloric acid which is formed naturally combines with 
the potash. The isonitrile, or methylcarbylamine, is split up very 
quickly by aqueous solutions of mineral acids, with absorption of 
water, into methylamine and formic acid : 

C— N— CHj + 2H,0 = HCOOH + H,N— CH,. 

The methyl radical in the isonitrile ia combined with the nitrogen, 
and is split off in combination with it, as expressed in the formula. 
In the nitrile the methyl radical is bound to the carbon, and on 
hydrolysis, by boiling with alkaU, it is split off, still bound to the 
carbon, as acetic acid. The formulce are therefore written aa follows : 
CH,— CpN C— N— CHj 

AcetoDttrile. Uctbyloarbylamlne. 

Acetonitrile boils at 82° C, the corresponding isonitrile or methyl- 
carbylamine at 60° C. ; acetonitrile has a not unpleasant aromatic 
smell ; the isonitrile, on the other hand, has a penetrating and dis- 
gusting smell. The nitrile is not poisonous, but the isonitrile is a 
deadly poison. 

■ Liebig, Lielng's Atm. d. Chem. 1860, vol. oiiii. p. 246. 

' 0. Loew and Th. Bokornj, PfiUger's Arch. 1681, vol iiv. p. ISO; 1881, 
TOt.ixvi. p. 60; Ber. d. d. ch^m. Qesellaeh. 18EJ1, vol. xiv., p 3506. 
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Propionitrile is formed from ammonium propionate in an analogous 
manner to acetonitrile from ammonium acetate ; and ethylcarbylamlne, 
the corresponding isonitrile, is obtained from ethylamine and chloro- 
form : 

CHj— CH,— Cs N C— N — C,H; 

FiopLODittilK Ktlijlcub^lamtne. 

In this nay, starting from the homologous series of fa((y acide 
and the homologous primary alkylamines, we can obtain two homo- 
logous series of isomeric nitriles, whose general formula, if B 
designates the alky! radical, are the following; ' 

E— C=N C— N — R 

MlCiile. ItoDlCille. 

As the isonitriles are characterised by their penetrating and dis- 
gusting smell, their formation is a very sensitive reaction for primary 
amines. The smallest trace of these heated in alcoholic solution with 
caustic potash and a drop of chloroform at once produces the particular 
nauseous odour (A. W. Hofmann's reaction), and conversely the 
primary amines are a very delicate reagent for chloroform. By 
means of this reaction it was shown that, in the chloroforming of the 
mother during parturition, the chloroform passed through the placenta 
into the blood of the child; chloroform was detected in the blood 
from the umbilical cord, and in this manner the time of the separation 
of the placenta was determined.^ 

Since prussic acid shows no isomerism, it remains unsettled 
which structural formula should be assigned to it, the nitrile or 
isonitrile : 

H-C=N or C— N— H or [C=N— H]. 

Its reactions make both assumptions possible (see methods of 
preparation, p. 133). 

Prussic acid and potassium cyanide are prepared on the large 
scale from the complicated compound potassium ferrocyanide or 
yellow pruBsiate of potash, a so-called double salt of prussic acid, 
which crystallises in monoclinic plates. It la formed when a ferrous 
salt, such as ferrous sulphate, is boiled in aqueous solution with 
excess of potassium cyanide ; ferrous cyanide Fe(CN)i and potassium 
sulphate are first formed, and the ferrous cyanide then combines 

' [It is Btill an open qaestion whether the gronp NC contains divftlent oaiboD 
C=N — , or tetravftlent carbon C = N~.] 

' Will. Zinsstag, Studies in the Mechanism of the Physiologi«al Separation of 
the Plaemtla, Digs. Basel, 1888, p. 37. 
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with four molecules of potassium cyanide, forming potassium ferro- 
cyanide : 

Fe(CN), + 4KCN = K^FB(CN)e. 

Potafsium ferrocyanide is, however, not a double salt like alum, 
or potassium platinochloride. The iron in it cannot be detected by 
the ordinary reactions ; ammonium sulphide not only gives no black 
precipitate with the yellow solution of potassium ferrocyanide, but 
also does not produce the slightest change in colour ; further proof that 
potassium ferrocyanide is not a double salt is the following : if a 
mineral acid, e.g. hydrochloric acid, be added to the solution, ferrous 
chloride is not formed and the cyanogen is not removed as prussic 
acid, but the six molecules of the cyanogen remain combined with 
the iron, and only the tour atoms of potassinm combine with the 
chlorine ; 

K^Fe(CN), + 4HC1 = 4KC1 + H,Fe(CN)g 

PolassLnm (errocj-BiiLde. HjdreferrocjwnLc Bcid. 

The tetrahasic hydroferrocyanic acid is formed, which ia soluble 
with difficulty in water ; and if a concentrated solution of yellow 
potassium ferrocyanide be treated with concentrated hydrochloric 
acid, a white precipitate of hydroferrocyanic acid is obtained. 

Potassium ferrocyanide is prepared on the large scale from 
charcoal rich in nitrogen, which is obtained by the incomplete 
carbonisation of animal refuse of all kinds, e.g. blood— hence the 
German name ' Blutlaugen8a!z=hlood-lye salt* — horn, hoofs, wool - 
dust, leather cuttings, etc. This charcoal is fused with potassium 
carbonate and iron filings, and the black mass is then extracted 
with hot water ; from the filtered extract the yellow potassium ferro- 
cyanide crystalHses out on concentration and cooling, and is purified 
by reorystallisation. 

This process of its formation can be understood if it he remembered 
bow potassium cyanide is made, and how potassium ferrocyanide is 
formed from potassium cyanide and ferrous salts. 

In recent times another method has been used for the preparation 
of potassium ferrocyanide. In this process, the prussic acid which 
collects in the gas-washing apparatus in the coal-gas works is made 
use of. The formation of cyanogen compounds by the dry distillation of 
nitrogenous coal can be understood from what has been stated before. 

Potassium cyanide is prepared from potassium ferrocyanide by 
fusing it in the absence of air, whereby the following decomposition 
into potassium cyanide, iron carbide and nitrogen occurs : 
K«Fe(CN), = 4KCN + PeC, + N,,. 
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[If potassium ferrocyanide be heated with metallic sodium, a 
mixture of potassium and sodium cyanides is obtained, and the 
whole of the cyanogen retained as cyanide : 

KjFe(CN)„ + Naj = 4KCN + 2NaCN + Fe. ] 

The molten potassium cyanide is cast into eticlcs and comes in 
this form into the marltet ; it can be kept unchanged in well- 
stoppered bottles. The aqueous solution soon decomposes at the 
ordinary temperature, but, more rapidly on boiling, into potassium 
formate and ammonia : 

KCN + 2H,0 = ECOOK + NH,. 

Potassium cyanide has a wide technical use in the preparation 
of the double salts with gold and silver cyanides, which are used for 
electro -plating in gold and silver ; also in photography, and as a 
reducing agent for metallic oxides (p. 142). Of late years large 
quantities have been used for extracting gold from gold ores ; on 
account of its extended use potassium cyanide can be obtained in 
the marltet everywhere, and the frequent use of this poison tor suicidal 
purposes is thus explained. 

In recent times many experiments have been made with a view to 
preparing potassium cyanide on the large scale directly from the 
nitrogen of the air, which have not been altogether unsuccessful ; 
[calcium cyanide is prepared by heating calcium carbide, obtained 
from powdered limestone and coke, to the fusion point in the electric 
furnace, when it combines with the nitrogen of the air ; 
CaC, + N, = Ca(CN),. ] 

Potassium ferrocyanide is also employed in the preparation of 
prussic acid ; at the ordinary temperature, as above described, prussic 
acid is not liberated from potassium ferrocyanide by the stronger 
acids, but bydroferrocyanio acid ; this, on heating, is decomposed with 
liberation of prussic acid. In the preparation of the latter, potas- 
sium ferrocyanide is therefore distilled with a non-volatile organic 
acid, tartaric acid, or with dilute sulphuric acid, and the distillate is 
collected in thoroughly well-cooled receivers. The resulting prussic 
acid contains water, and if distilled again over calcium chloride, 
anhydrous prussic acid is obtained ; this is a colourless liquid boihng 
at 26° C, which solidifies in the cold, forming colourless crystals 
melting at —14° C. 

Anhydrous prussic acid can be kept without decomposition, hut if 
it contains only a small quantity of water it very quickly decomposes, 
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aB Btated above, into ammonium formate ; at the same time it becomes 
brown, and other decomposition prodactB, e.g. oxalic acid and a 
brown precipitate of unknown compoBition, are formed. All these 
products of decomposition are not poisonons, and this explains why 
the pmssic acid used tor suicidal purposes often fails in its effect, 
whereas potaBsium cyanide generally leads to the desired result. 

A dilute solution of prusaic acid is employed in therapeutics 
under the name of water of bitter almonds. Aqua amygdalarum 
amararum. This solution contains O'l per cent, prussio acid, together 
with benzaldehyde and alcohol. It is obtained by distilling cruBhed 
bitter almonds with weak alcohol. The prusaic acid and benzalde- 
hyde arise by hydrolysis from amygdalin (cf. Lecture 9), Only small 
quantities of this bitter almond water can, of course, be prescribed, 
since a decigramme of prusaic acid (100 cc. bitter almond water) can 
kill a man ; the maximal single dose ia therefore fixed at 2 grammes, 
the maximal day's dose at S grammes. There is no rational indica- 
tion for the exhibition of water of bitter almonds in any disease, 
and with our present knowledge, it should only be used as a means 
of masking medicines with a nasty taste and smell. 

Potassium ferrocyanide has also an important technical use in the 
preparation of prussian blue, which is the ferric salt of hydroferro- 
cyanic acid. It will be remembered, from analytical chemistry, that 
potassium ferrocyanide gives a blue precipitate with neutral and acid 
solutions of ferric oside. This precipitate is used as a colouring matter. 

When chlorine is passed into a solution of potassium ferrocyanide, 
an atom of potassium is removed, and the potassium ferrocyanide is 
converted into potassium ferricyanide : 

K,Fe(CN), + CI = KCl + K5re(CN),. 

Potassium ferricyanide crystallises in dark red'brown crystals, 
and is called red prussiate of potash in contradistinction to the 
yellow. It removes the alkali metal from alkaline solutions, liberat- 
ing oxygen, and is reconverted into potassium ferrocyanide ; 
2Kjre(CN), + 2K0H = 2K,Fe(CN)» + H,0 + 0. 

Potassium ferricyanide is therefore used as an oxidising agent, 
whereas potassium ferrocyanide is a reducing agent. 

Potassium ferricyanide does not produce a precipitate with a 
ferric salt, only a dark olive-green colouration, but with a ferrous 
salt it gives a blue precipitate, very simitar to that which potassium 
ferrocyanide gives with a ferric salt. Both precipitates are insoluble 
in acids. Potassium ferricyanide is therefore used in analytical 
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ohemistry to recognise a ferrous salt in the presence of a ferric salt, 
in neutral and acid solutions. The blue precipitate given by potas- 
sium ferricyanide is also found in commerce as a colouring matter, 
under the name of Turnbull's blue. 

When potassium ferrocyanide is oxidised with nitric acid, nitro- 
pruBsio acid is formed; its sodium salt, Fe(CN)5(NO)Nas+2H40, 
which forms red crystals soluble in water, is a delicjite reagent for 
sulphuretted hydrogen in alkahne solution, with which it gives a 
beautiful violet colouration. 

Potassium ferrocyanide is not poisonous, as the dilute acids of the 
gastric juice do not, at the body temperature, liberate prussic acid 
from it It is used as a purgative, like Glauber's salt ; it has no 
advantages over other purgatives, and there seems no necessity for 
its use. Certain cases are known where suicides have taken potas- 
sium ferrocyanide and then tartaric acid, and have died with the 
characteristic symptoms of prussic acid poisoning, and it is conceiv- 
able that the therapeutical doses of potassium ferrocyanide, if they 
chanced to meet with acid foods in the stomach, might produce an 
injurious effect. 

If chlorine be allowed to act upon potassium cyanide or prussic 
acid, the potassium, or the hydrogen, is substituted by chlorine, and 
we obtain cyanogen chloride, a colourless gas with a penetrating 
pungent smell : 

CNH + CI, - HCl + CNCl. 

This gas is interesting on account of its employment as the 
starting point in the preparation of more complicated compounds. 
If it be passed into an ethereal solution of ammonia, cyanamide is 
formed, which is a colourless crystalline compound ; 
CNCl + 2NH3 - NH,C1 + CN— NHj. 

Cyanamide is used in the synthetical preparation of the nitrogenous 
compound creatine, which occurs in large quantities in our body 
(cf. Lecture 11), Cyanamide also stands in close relationship to the 
most important nitrogenous end-product of our metabolism, namely 
urea ; into which it passes by simply taking up a molecule of .water ; 
when concentrated sulphuric acid is mixed with an equal volume of 
water and this diluted acid is allowed to act upon cyanamide, the 
chief product is urea, or the diamide of carbonic acid ' {cf. Lecture 11) : 

N = C — NK, + H^O =. C=0 



' E. Baumann, Ber. d. d. chem. Qesellach. 1878, vol. vi. p. 1873. 
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A furthac physiologically interesting derivative of cyanc^ea 
chloride is cyanic acid, CNOH. This, lilte oyanamide, has not been 
recognised as a conBtituent of our body, but it neverthelBSs stands 
io close relationship to urea. The potassium salt of cyanic acid is 
obtained by passing cyanogen chloride into caustic potash : 
CNCl + 2K0H = KCl + CNOK + H,0. 

Potassium cyanate is also formed when potassium cyanide is 
heated to redness in (he air. Potassium cy&nide is completely con- 
verted into potassium cyanate when it is heated with an easily 
reducible metallic oxide, such as manganese dioxide, or red lead : 

CNK + O = CNOK. 

Potassium cyanate consists of colourless platelets or needles, 
easily soluble in water ; if we attempt to liberate the free acid from 
its aqueous solution by the addition of a strong acid like dilute sul- 
phuric acid, the liberated cyanic acid at once changes into acid 
ammonium carbonate with absorption of water : 

,0H 
N =C — OH + 2H,0 = 0=0 

'^0(NHJ 

The acid ammonium carbonate is naturally decomposed by the 
excess of sulphuric acid, and an effervescence of carbonic acid is 
observed, whilst the solution is found to contain potassium and 
ammonium sulphates. 

According to this reaction we can regard cyanic acid as a nitrile, 
as the nitrile of carbonic acid. Nitriles, as above stated, are carbonic 
acids in which the catboxyl group is replaced by cyanogen (p. 134) ; 
with the absorption of two molecules of water they are changed into 
ammonium salts {pp. 124 and 136). On this account many authors 
consider the structure of cyanic acid to be different, and it remains 
indeterminate like that of prussic acid, the two following structural 
formulte having been assigned to it : 

N = C — OH or 0=C=N— H. 

In order to prepare cyanic acid we must start from the polymeric 
cyanuric acid, CaNaOaH^, the formation of which will shortly be 
described. When cyanuric acid, a solid compound, is heated in a 
current of carbon dioxide, it is decomposed into three molecules of 
cyanic acid ; this distils over and is collected in well-cooled receivers. 
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Cyanic acid, as thus obtained, is a pungent Bmelling, very unatable 
liquid ; on removal from the freezing mixture, aa soon as it is 
warmed above 0° C, it begins to hoil violently and chaages into the 
polymeric cyamelide (CNOH),, an opaque white mass, which, on 
heating, is reconverted into cyanic acid. 

Cyanogen chloride is an easily condensed gas, whioh boila at 
15*5° C, and, like all cyanogen compounds, shows a great tendency 
to polymorisation. The hquid, on simply keeping, partially polymerises 
into cyanurio chloride, which at the ordinary temperature forms crystals 
melting at 145° C, and boiling at 190° C. Cyanurio chloride is con- 
verted into cyanurio acid, the polymer of cyanic acid, by boiling 
with water : 

CjNjClj + 8H0H = 8HC1 + (CN),(OH),. 

Cyanuric acid is most easily prepared from urea. (Ct. Lecture 11.) 
It is a tribaaio acid, crystallising in prisms, which are easily soluble 
in hot water. Two structural tormulte have been assigned to it, 
corresponding to the two tormulee for cyanic acid : 

N H 

y\ I 



H~N N— H 



H 0. 

Cyanuric acid itself shows no isomerism, but two series of isomeric 
esters can be prepared from it. 

Potassium sulphocyanide, or thiocyanate, or rhodanate, is 
analogous to potassium cyanate. It is potassinm cyanate in which 
the divalent oxygen atom has been replaced by the divalent sulphur 
atom. Its method of formation is also analogous ; just as potassium 
cyanide, when heated in the air, takes up oxygen and is con- 
verted into potassium cyanate, so also potassium thiocyanate is 
prepared by heating potassium cyanide with sulphur. It suffices, 
however, to simply hoil an aqueous solution of potassium cyanide 
with sulphur, or to evaporate a solution of potassium cyanide with 
yellow ammonium sulphide : 

KCN + S = ONSK. 
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The free thiocyanic acid, or hydrosulphocyanic acid, can easily be 
prepared from thiocyanates. By decomposing barium thiocyanate 
with dilute Bulphuric acid, an aqueous solution of thiocyanic acid ia 
obtained, which is much more stable than a solution of cyanic acid. 
The anhydrous thiocyanic acid can be prepared from the aqueous 
solution by distillation under diminished pressure, drying the Tapoura 
with calcium chloride, and collecting in a freezing mixture. The pure 
acid so obtained is a volatile, pungent smelling liquid, which decom- 
poses and polymeriBeB rapidly on removal from the freezing mixture, 
like cyanic acid. 

Two structural formulae are also assumed for thiocyanic acid, 
although it shows no isomerism : 

N=C — 8 — H or S=C=N — H. 

Two isomeric series of esters are known ; one of them, the ally! 
ester (p. 98), the active constituent of mustard, baa been previously 
mentioned (cf. Lecture 9). 

Physiologically, thiocyanic acid is of interest, because small quan- 
tities of it occur as the potassium salt in the ealiva of man and many 
mammals ; at present we do not know the importance of the small 
quantities of potassium thiocyanate for any of the vital functions. 
Its recognition would have escaped our notice if we had not a very 
delicate reagent for it in the ferric salts. The smallest quantity of 
potassium thiocyanate gives an intense red colour with ferric chloride 
in neutral or acid solution. Conversely, in analytical chemistry, 
potassium thiocyanate is a very valuable reagent for detecting traces 
of ferric salte in solution, in the presence of ferrous salts. Ferrous 
salts ^ve no colour reaction with thiocyanates. As we can easily 
convert cyanides into thiocyanates, ferric chloride is also a very 
delicate, in fact the most delicate, reagent for prussic acid. 

In addition to these most rehable reactions for prussic acid, small 
quantities of it can be detected in corpses exhumed for medico-legal 
purposes, where poisoning by prussic acid has been suspected, by the 
following method. The most delicate reaclion for prussic acid is its 
odour ; in cases of poisoning by prussic acid, the contents of the 
stomach, and all the organs, especially those rich in blood, smell 
distinctly of bitter almonds ; cases are known whore the exhu- 
mation has taken place as long as ten days after the poisoning, and 
the smell of bitter almonds has been still clearly perceptible. But 
all people have not a fine sense of smell, and in the same person the 
sense of smell can be very different at different times ; and further, 
not only prussic acid but also other poisons, especially nitrobenzene, 
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have a similar smell, so that in legal cases the sense ol smell alone is 
not sufficient, and consequently the following reactions should he 
used. The contents of the stomach, or the cruahed-np organs, are 
distilled with tartaric acid, and the following two reactions are carried 
out with the distillate : (1) A portion of the distillate is treated 
with solutions of ferrous and ferric salts, and then with oaustio soda, 
until a precipitate of the oxides of iron is formed ; it is then heated 
and acidified with hydrochloric acid ; it prussio acid be present, a 
precipitate of prussiau blue results. The formation of this precipi- 
tate can be understood from the methods of preparation of potassium 
lerrocyanide (p. 137). (2) The following reaction is still more sensi- 
tive : a portion of the distillate is treated with yellow ammonium 
sulphide and a drop of dilute caustic soda; it is then evaporated 
on the water hath and the residue tested with ferric cMoride for 
a thiocyanate. 



Fulminic acid, which was formerly regarded as a cyanogen com- 
pound, since it is a polymer of cyanic acid, is of practical impor- 
tance. It has the empirical formula CjNaOaHi, and its mercury salt 
is used in filling the explosive capsules of cartridges. The mercury 
salt is prepared by dissolving mercury in excess of nitric acid, and 
carefully mixing the solution with alcohol ; heat is evolved and a 
violent reaction takes place. During the cooling, the mercury ful- 
minate gradually separates in white crystals ; it has the composition 
CijNjOjHg, and it explodes violently when struck or heated. Very 
little is known of the free acid on account of its instability. The silver 
salt CaNjOaAga is still more explosive than the mercury salt. The 
structure of fulminic acid is still undetermined ; from its method of 
preparation fulminic acid might be expected to be a nitro -compound, 
and Kekul6 regarded it as acetonitrile in which a hydrogen atom is 
replaced by the NO, radical of nitric acid, and he gave it the 
formula : 

CH, CH,NO, 

1 1 

ChN C=N 



But its decomposition into formic acid and bydroxylamine by 
concentrated hydrochloric acid is against this view. Further refer- 
ences on the structure of fulminic acid can be obtained from the 
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origiDal papsra ; ' they are of interest in that they ahow how diffi- 
cult it Bomelimes 19 to determine the structure of 30 simple a 
compound with only two carbon atoms, when nitrogen atoms are 
also coQoerned in its constitution, because the methods of combination 
of the nitrogen atoms can \k 



' The newer work is bj R. Scholl, Ber. d. d. chem. Qesellach. 1090, vol. xiiil. 
p. 3505 : 1891, vol. iiiv. p. 690; 1894, vol. iivii. p. 2816; J. U. Nef, Liebig'i 
Arm. d. Chem. 1S91, vol. oolm. p. 263 ; A. F. EoUemaDQ, Ber. d. d. chem. Oesellsch. 
1890, vol. iiiii. p. 2742 ; and Sec. Irao. cUm. Faya-Bai, lfl93, vol. li, p. 3S8. The 
older literature is cited in theae papers. 
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LECTURE XI 

UBEA AMD IT8 DEBIVATIVEB 

Ukea, the moat important nitrogenous end-product of our meta- 
bolism, stands in close relationship to the cyanogen compounds. It 
was first prepared synthetically from a cyanogen compound by 
Woehler, who wished to prepare ammonium cyanate from potassium 
eyanate (p. 142) ; with this intention he added ammonium sulphate 
to a solution of potassium eyanate and evaporated the solution to 
dryness. As potassium sulphate is insoluble in absolute alcohol, he 
expected that on treating the residue with alcohol only ammonium 
eyanate would go into solution. Instead of this, however, on evapora- 
tion of the alcoholic solution, pure urea separated out in beautiful 
crystals. A rearrangement of the atoms had taken place, ammonium 
eyanate and urea being isomers : 



:c^" 



N = C-0(NH^ or O^^C^NfNH,) = _ _^ 

AmmoDiDm craoate. Orea. 

This discovery of the preparation of urea, made by Woehler {1800- 
1882) in 1828, produced a great sensation, as it was the first instance 
of the artificial preparation of a compound which so far had only 
been produced by vital processes. His colleagues said : ' Woehler went 
out to find an ass, but found a kingdom,' alluding to the Jewish legend 
of King Saul (1 Samuel ix. 10). It was not the first time that an 
investigator had found more than he looked for — Columbus searched 
for a passage to the East Indies and found a world ; the alchemists 
searched tor the philosopher's stone and found certain laws of nature. 

Essentially, however, the preparation of urea by Woehler was 
not a real synthesis of an organic compound, as he started from 
cyanic acid, whose synthesis was already known. At that time there 
was no clear conception of the nature of an organic oomponnd ; 
organic compounds were not then simply defined as compounds of 
carbon ; they were only those carbon compounds which were pro- 
duced by plant and animal life. After Woehler's discovery the 
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supporters of the mechanical theory of lite triumphed over the 
vitalista, who taught that the constituenta of animals and plants, 
the so-called organic aubatances, were the products oE an inexplicable 
' vital force.' But the vitalists showed that urea stands just at the 
margin between organic and inorganic substances ; the plant always 
forms more complicated compounds from carbonic acid, ammonia, 
and water, which in the animal body are broken down into simpler 
ones ; urea is an end-product of animal metabolism, and, outside the 
body, decomposes very quickly into cartionic acid and ammonia, 
which are the inorganic foodstuffs of plants. Artificial synthesis had 
reached to urea, but further it would never be possible to go. The 
people who said ' never ' were right — for thirty years : but then the 
synthesis of one organic substance after another was discovered in 
rapid succession (cf. Lecture 1), 

This historical fact is an instructive example to all those 
who believe that there is an insurmountable • barrier in front of 
science. Science will put forward ever bolder questions and will 
always obtain more certain answers. Nothing can restrain it in its 
path to victory. 

The preparation of urea from ammonium cyanate shows the close 
relationship of urea to the cyanogen compounds ; it explains further 
the above-mentioned formation of urea from cyanamide, by absorption 
of water (p. 141). Urea, however, is not a cyanogen compound, but 
must be regarded as the diamide of carbonic acid, because it is 
formed from carbonic acid by all the typical and general methods 
of preparing the amides from the acids. (Cf. preparation of aoet- 
amide, pp. 59 and 60, and oxamide, p. 64.) 

In the preliminary descriptions of the conquests of organic 
chemistry, the preparation of the chloride of carbonic acid, the 
so-called phosgene, or car bo nosy chloride, was described (p. 6). If 
this gas be allowed to act upon ammonia, under a great pressure 
and at a high temperature, the following reaction occurs : 

,C1 ,NH, 

C- -0 + 2NH, = 2HC1 + C=0 
^Cl ^NH,. 

This preparation is exactly analogous to the preparation of 
aeetamide from acetyl chloride and ammonia (p. 69) ; the only differ- 
ence is that acetic acid is monobasic, whilst carbonic acid is dibasic ; 
at any rate we must assume this for an aqueous solution of carbonic 
acid, as this gives two series of salts : 
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\>H ^ONa 



A second method ot synthesising urea is from the ethyl ester 
of carbonic acid, which is prepared by the action ot ethyl iodide upon 
silver oarbona>te,' and forms an ethereal smelling liquid boiling at 
126° C. ; when it is heated in a sealed tube to 180° C. with ammonia 
the following reaction occurs : 

^{C,Hj) HNH, (C,Hj)OH yNH, 

C=0 + = + C=0 

^0(CjHO HNHj (CjHi)OH ^NH,. 

This is exactly analogous to the preparation of acetamide from 
acetic eater and ammonia (p. 59). 

A third method of synthesising area consists in removing two 
molecules of water from ammonium carbonate by a high temperature 
and a high pressure : 



/ 



,0(NH,) NH, ,NH, 

= C— O + E,0 = C— 



This process is esactly analogous to the formation of acetamide 
from ammonium acetate (p, 59), and of oxamide from ammonium 
oxalate (p. 64). Ammomum carbamate is formed in the technical 
preparation of ammonium carbonate ; it is made from the ammonium 
chloride obtained from the wash waters in the preparation of coal 
gas. The ammonium chloride is subhmed with calcium carbonate 
(chalk). The neutral ammonium carbonate which is first formed in 
the reaction partially loses water and passes over into ammonium 
carbamate ; partially it also loses ammonia and passes into acid 
ammonium carbonate. The product of sublimation, the so-called 
' commercial ammonium carbonate,' is therefore always a mixture of 
these two salts. When -commercial ammonium carbonate is heated 
to 130° C. in a sealed tube, the ammonium carbamate contained in it 
loses a second molecule of water, and is changed into urea. Ammo- 
nium carbamate can also be prepared directly by passing dry 
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ammonia gas and dry carbonic acid gas into alcohol, when ammonium 
carbamate separates out in crystals : 

CO, 4 2NH5 = c=o 

\)(NH<). 

When pure ammonium carbamate is heated in a sealed tube at 130 
to 140° C, the contents of the tube subsequently dissolved in water 
leave on evaporation a considerable quantity of urea.^ 

From ammonium carbamate other ^sarbamates can be prepared ; 
the free acid 

C-0 

is unknown ; it at onoe breaks down into CO3 and NH^. Its esters, 
however, can be prepared ; the ethyl ester, which is known as 
urethane, forms crystals easily soluble in water ; it was recommended 

by Schmiedeberg ^ as a hypnotic : 

C=0 
\oC,H. 



Urea crystallises in anhydrous, non-hygroscopic, long tetragonal 
prisms, which are easily soluble in water and alcohol, but not in 
ether. The aqueous solution can he heated to boiling without any 
considerable decomposition, but if the solution be heated in a sealed 
tube to 180° C, it is decomposed completely, with absorption of two 
molecules of water, into ammonium cariionate. If alkalies or acids 
be present in the solution, the decomposition takes place at a lower 
temperature. In the first case^in the presence of alkalies — ammonia 
is evolved and the carbonic acid combines with the base ; Bunaen'a 
method' of estimating urea depends upon this. In the second case — 
in the presetice of acids — carbonic acid is evolved and the ammonia 
combines with the acid ; Kjeldahl'a method of estimating urea — 
by correct nitrogen estimation— depends upon this reaction. The 
conversion of urea in aqueous' solution into ammonium carbonate is 
brought about by the action of certain bacteria, and upon this the 

' A. BasatoH, Joum. f. prakt. Chem. 1870, N.F. vol. i. p. 285. 
' 0. Sohmiedeberg, Arch. f. erper. Pathol, u. Fharmakol 1885, toI. ik. p. 203. 
' BanseD, hiebig's Ann. d. Ghent. 1848, vol. hv. p, 375. A simplifiCfttioD of (his 
method is described bj O. Bunge, Z.f. anal. Ckem. 1874, vol. liii. p. 128. 
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so-called ' alkaline fermgDtation,' which voided urine very quickly 
undergoes, depends; the neutral urea is changed into the alkaline 
ammonium carbonate. If this fermentation occur in the bladder, as 
in cystitis, there is a danger of the formation of Etones, because the 
calcium and magnesium, which are dissolved in the urine as acid 
salts, then separate out as calcium phosphate and ammonium mag- 
nesium phosphate. 

If crystals of urea be heated above 120° C, they mett and slowly 
decompose, with evolution of ammonia, the end-product cyanic acid 
being formed : 

,NH, 
0=C< -NH, = 0=C=NH. 

NH, 

This polymerises to cyanuric acid, which, on prolonged heating 
of the molten urea, remains behind as an opaque white mass (p. 143). 
Biuret occurs as an intermediate product between urea and cyanic 
acid, when two molecules of urea together lose only one molecule 
of ammonia : 



=<: 



NH, 0- 

- NHj = 



Biuret is a crystalline compound soluble in water ; with dilute 
copper sulphate in alkaline solution it gives an intense red colour, 
and this reaction is the most delicate test which we possess for 
determining the presence of urea. 

[This reaction is known as the biuret reaction ; it consists in 
the formation of a pink colour when a few drops of dilute copper 
sulphate are added to an alkaline solution of biuret. It is also given 
by other compounds, especially the proteins. It depends upon the 
presence of two — CO — NH groups in a molecule, either when they 
are combined together directly, as in osamide, 
CO— HH, 
I 
CO-NH, 

or by a nitrogen atom, as in biuret, 

CO-NH, 
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or by & carbon atom, as in malonamide, 
CO— NH„ 

I 

CO-NH,. 

Several of these CO— NH groupings occur in the protein molecule, e.g. 
— OC— CH,— MH— CO— CH,— NH— CO— CHj— NH— CO — 

and on this account the reaction is given by proteins.] 

By strong oxidising agents — nitrous acid, salts of hypobromous 
acid, etc.— urea is completely oxidised to carbonic acid, water and 
nitrogen : 

0=C< + 30 = CO, + N, + 2H„0. 

The qualitative detection, and Hufner's method of estimating urea, 
depend upon this reaction. 

Urea adds itself to acids like ammonia and all substituted 
ammonias, amines or amides, do ; it should be noticed, however, that 
a molecule of urea only adds itself to one molecule of a monobasic 
acid, the second ammonia residue, or the second amide radical, re- 
maining uncombined. The compounds with nitric acid 

C0(NH,)j.HN03, 
and with oxalic acid 

2C0(NHj),j.C,AHs,. 

are soluble with difficulty in water, from which they separate in large 
crystals. The most convenient method of preparing urea from urine 
depends upon this. 

When the divalent oxygen atom in urea is replaced by the divalent 
imide radical (=NH), guanidine is obtained, the organic compound 
which is richer in nitrogen than all others ; 

,NH, -NK, 

0=C< H— N— C< 

Una. OuanldlDe. 

Guanidine can be prepared synthetically by the action of ammonia 
upon cyanamide (p. 141) : 



N=C — NH, 
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This Bynthesie is carried out by heating cyftnamide with am- 
moDium chloride in alcoholic solution, when the hydrochloric acid 
Bait of guonidine Is obtained, from which the free base can be 
prepared. 

Guanidine ia a colourleBS crystalline compound with a etrongly 
alkaline reaction, which deliquesces and takes up carbonic acid from 
the air. It combines with an equivalent proportion of acid to form 
salts, which readily crystallise. When guanidine is boiled with 
baryta water it is converted into urea and ammonia with absorption 
of water : 

yNHj -NH, 

H— N=C< + H,0 = 0— C< + NHj. 

Guanidine does not occur in our body, but it is of great physiological 
interest, because substituted guanidinea occur amongst the decomposi- 
tion products of the proteins, and amongst the intermediate products 
of metabolism : guanine, creatine, arginine, belong to the group of 
substituted guanidines, Guanidine was first prepared by Adolf 
Strecker' (1822-1871) from guanine, from which it obtained its name. 
Its preparation will be described under the chemistry of guanine 
(p. 162). 

Creatine is that nitrogenous end-product of our metabolism which 

occurs in the greatest quantity in our tissues. We have in our bodies 

about 100 grammes, chiefly in the muscles, but also in the nervous 

tissues, and in the blood. Creatine is shown to be a substituted 

guanidine by its synthesis, and by its decomposition by baryta water, 

which are exactly analogous to the synthesis and deoomposition 

of guanidine; just as guanidine is obtained by synthesis from 

cyanamide and ammonia, so also is creatine obtained by synthesis from 

cyanamide and the substituted ammonia, sarcosine. Sarcosine is 

glycoooll, in which one ot the hydrogen atoms of the amino group is 

substituted by methyl. The synthetical preparation of sarcosine is 

exactly analogous to that of glycocoll (p. 60) ; it is obtained by the 

action of methylamine on monochloracetio acid ; 

PTT CI H— N— CH, 

/ ' J, 1 

N— H + CHa = HCl + CH„ 

^ COOH COOH 



Creatine was syntheaised by Volhard,' by heating an al 

' A. Strecker. lAebig's Ann. d. Ghent. 18G1, vol. civiii. p. 159. 
' J. Volhard, Sitiungiber. d. MUnchencr Akad. 18«8, vol. ii. p. 472 ; 
Chem. 1869, p. 31S. 
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Bolution of Barcosine and cyanamide in a sealed veaeel for some hours 
at 100° 0. ; on cooling, crystals of creatine separated out. Strecker 
obtained it by simpler means : ' If a saturated aqueous solution of 
sarcosiae be treated with the requisite quantity of cyaoamide and a 
few drops of ammonia and allowed to stand in the cold, a good yield 
of creatine will be obtained.' ' 

The completely analogous syntheses of creatine and guanidine oan 
be seen from the following equations : 



NsC—NH, + N— H 


yNH, 


Oj-BDiunkle. 


QimDldlne. 


:=C-NHa + N— H 

^■^CHjCOOH 

Cjanamlde. BucDtliit. 


,NH, 
H— N=C< 

^N— CH, 

^CH^COOH 



The decompositions of the two compounds are also exactly 
analogous; guanidine, on boiling with baryta water, decomposes 
into urea and ammonia, with absorption of water ; creatine by the 
same treatment is converted into nrea and the substituted ammonia, 
sarcosiue.' 

Sarcosine has not yet been detected in the body, but urea is 
probably formed there by the decomposition of creatine, since the 
quantity of creatine in our tissues is so great, and the amount of it 
which passes into the urine is, in comparison, so small. 

Creatine crystallises from its solutions in rhombic prisms con- 
taining a molecule of water of crystallisation ; it dissolves in seventy- 
four parts of cold water, much more easily in hot, scarcely at all in 
alcohol, and it is insoluble in ether. Its solutions react neutral to 
litmus. When boiled with dilute acids it loses a molecule of water, 
and is converted into the basic creatinine : 

/NH— C— 
H-N=C< I 

^N CH, 

in. 

OresUnlne. 

' A. Streoter, Jahrober. Uber d. Fortschr. d. Chemie, 1868, p. 886; also 
J. Hoxbaczewflki, Wiener Med. Jahrb. 1985, p. 469. 

' This reaction does not proceed BO smoothly as expressed in the equBtion ; 
bje-pcoduots consisting ot methjlhjdantoin, ammonia, Bad carbonic auid are alao 
formed. See C. Th. L. Neubauer, Liebig's Ann. d. Chftn. 1866, vol. cixivii. p. 294. 
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Creatinine is again converted into creatine ia alkaline solntiona, 
and this may account for the preaenoe of creatinine in acid urine, and 
of creatine in alkaline urine.' 

Creatinine is much more soluble in water and alcohol than 
creatine ; it forms a crystalline compound mth zinc chloride which 
is soluble with difficulty in cold water and is insoluble in alcohol. 
Its presence and its amount in urine were formerly thus determined, 
[but Polin's recent method * is now almost exolusively used]. 

Arginine occurs amongst the hydrolytic decomposition products 
of the proteins (cf. Lecture 17), and was discovered by E. Schulze and 
E. Steiger* in the cotyledons of lupine seeds. It ia guanidine com- 
bined with u-amiDOvalerianio acid, and has the following structural 
formula : 

H— N— CC 

I 

f- 

CH— NHj 
COOH. 

This complex compound has often been obtained from proteins 
in the form of beautiful crystals, which are very soluble in water, and 
have a strongly alkaline reaction. It is not decomposed by boiling 
with concentrated hydrochloric acid, but it ia broken down by 
boiling with baryta water into urea and a-, S-, diamine valerianic acid, 
which is called ornithine, as it occurs in the urine of birds, combined 
with benzoic acid, as ornithuric acid.^ 

Amongst the most important derivatives of urea is uric acid, a 
complicated compound from which two molecules of urea can easily 
be split off. [It is a ureide, that is a combination of urea with an 
acid, which is analogous in constitution to acid amides, the urea 
radical taking the place of the amide radical.] Ita empirical formula 
is CSH4N4O3. The greater part of the nitrogen leaves the organism 
of reptiles and birds as uric acid, hut in mammals only a small 

' C. Voit, Z.f. Biol 1868, vol, iv, p, 115. 
' [O. Folin, Z. f. physiol. Ckem. 1904, vol. ili. p. 223.] 
* E. Schalze and E. Steiger, Z.f.phyaiol. Chem. 1886, vol. ii. p. 43. 
' M. Jaffi, Ber. d. d. chem. Oesellsch. 1877, vol. %. p, 1936, and 1878, vol. xi. 
p. 406. 



ivGooglc 



166 ORGANIC CHEMISTRY FOB MEDICAL STUDENTS 

portion of the nitrogen leaves the organism in tiiis form. In man its 
quantity reaches 0-5 to 1 gramme in the twenty-four hours, whereas 
the quantity of urea in the urine is 40 grammes or more iu that time. 
In whatever form nitrogen be taken in by birds, it always appears in 
the urine as uric acid ; if, e.g., urea, be given, a corresponding increase 
in the amount of uric acid appears in the urine ; if uric acid be given 
to dogs, it appears in the urine as urea. Up to the present time no 
chemical explanation has been found for this difference in metabolism 
between birds and mammals ; it can be explained teleologically by the 
insolubility of uric acid ; at the body temperature a gramme of uric 
acid requires seven litres of water for its solution, and consequently 
the greater part of the uric acid is excreted by birds and reptiles in a 
solid form, in microscopically small crystals. No danger is attached 
to this, since in both these classes of animals the ureters open into 
the cloaca, and the solid uric acid can be passed out by the pressure of 
the contents of the intestines. But if in mammals uric acid separates 
out in the urinary passages, painful symptoms must ensue, and con- 
sequently the quantity of uric acid in mammals is so small. 

The small quantity of uric acid in the metabolism of man is 
pathologically of much importance ; in man under abnormal condi- 
tions uric acid can separate out, not only in the urinary passages, but 
also as urates in the tissues and in the joints, when it gives rise to the 
painful symptoms of gout. 

In order to regulate metabohem and reduce the formation of uric 
acid, its constitution must first be known, for then only can a satis- 
factory answer be obtained to the many questions involved in the 
eetiology and therapy of the uric acid diathesis. 

Great difficulties have been encountered in the study of the struc- 
ture of uric acid,, just as with all nitrogen compounds (p. 146), and 
during the last eighty years it has been carefully investigated by 
Woehler,' Liebig,' Baeyer,* Strecker,^ Kolbe," Medicjis/ Hill/ 
Horbacaewski,* Emil Fischer,^ etc, 

' Woehler, Poggmdorff's Ann. d. Ch^m. 1829, vol. iv. p. 119 ; Woehler and 
Liebig, Ann. d. Chem. u. Fharm. 1838, yo\. iivL p. 341. 

* Liebig, Foggendorff's Ann. d. Chem. 1829, vol, iv. p. 569 ; Ann. d. Chem. «, 
Pharm. 1833, vol. v. p. 288. 

• A. Boeyer, LieUg's Ann. d. Chem. 1863, vol. ciivii. pp. 1 and 199. 

' Ad. Streoker, LiebigS Ann. d. Chem. 186S, vol. eilvi. p. 142, and 1870, 
vol. civ, p. 177. 

» A. W. H. Kolbe, Ber. d. d. chem. Oeaellsch. 1870, vol. ill. p. 183. 

' L. Medioua, Liebig') Ann. d. Chem. 1875, vol, cliiv, p, 230. 

' H. B. Hill, Ber. d. d. chem. Gesellach. 1876, voL ii. p. 370, and 1878, vol. xi. 
p. 1329. 

' J. HorhaozewBti. Silzungsber. d. Wifn. Akad. 1882, vol. lixsvi. p, 936, or 
MonatshefU /. Chem. 1882, vol. iii. p, 796, and 188S, vol. vi. p. 356. 

■ E. Fiaohar, Ber. d. d. chem. QeseUach. 1884, vol. ivii. pp. 328 and 1776. 
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The study of its products of decomposition and of oxidation by 
nitric acid gave an especially valiiable insight into its ooDstitution. 

When uric acid is acted upon by nitric acid at the ordinary tem- 
perature it breaks down into alloxan and urea ; 



I I /NH, 

CsHiN^Oj + O + H,0 = C=0 0=0 + '^— *^\NK. 



and alloxan, when heated with nitric acid, ia converted into oxalylorea 
and carbonic acid : 

HN C^O HN C=0 

II I I 

C=0 C— + = CO, + 0—0 

II 11 

HN 0=0 HN 0=0 



Oxalylurea, when gently warmed with dilute alkalies, takes up a 

molecule of water, and passes iuto oxaluric acid : 

HN 0=0 HsN COOH 

'I '^1 

0=0 + HjO = C=0 

11 II 
HN C=0 HN C—0 

and when osaluric acid is heated with alkalies for a long time, it 
takes up a second molecule of water, and Is broken down into oxalic 
acid and urea : 



,N OOOH 

1 




H,N 

! OOOH 


0=0 

1 


+ H,0 = 


C=0 + 1 

1 COOH 


:n— 0=0 




H,N 



Oxaluric acid is found in small quantities in human urine.' 
[Farabanic aoid and osaluric acid are ureides, i.e. compounds of 
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urea with acids. They are analogous to the amides, eapeeially those 
of the dibasio acids, e.g. : 



COOH 
I 
COOH 

Oislloacid. 



CONH, 

COOH 



CONH, 
CONH, 

CO— NH 
I >0 

CO— NH 



B the oreide of mesoxalio add : 

NH— CO 

I 'i 
CO CO 

I I 

NH— CO. 



The following decompoaitions of uric acid should be noticed, since 
products are formed which play a rdle is animal metabolism. 

By the action of a solution of potassium permanganate at the 
ordinary temperature, uric acid breaks down, with ahaorption of 
water, into allantoin and carbonic acid ; ' 

CjH^N^Oj t O + HjO = C,H„N,Oa + CO,. 



Allantoin was discovered by Vauquelin' in the allantoic fluid 
of cows. Woehler * found it in the urine of calves, and it was studied 
in more detail by him and Liebig.^ Later, this compouad was found 
in the allantoic fluid, and in the urine of new-born children ; it is 
sometimes found in dog's urine.' 

[Allantoin is a diureide of glyoxylie acid, and is obtained by heating 
this substance with urea : 



,NHH HO— C— OH + HHN.CO.NH, 
C0< + I 

^NHH HO— CO 



,NH— CH— NH.CO.Na 
:o< I ^ 

^NH— CO 

A1lniitn1n„ ' 



' A. Claua, Ber. d. d. chem. Oeaellsck. 1874. vol. vii. 
' Baniva sjid Vauquelin, Ann. de Chtm. 1799, vol. ii 
Ann. de Chim. et de Phys. 1821, vol. ivii. p. 301. 

* Woehler, Nachrichten von d. k. Oe$elkch. d. W. n 

* Woehler and Liebig, Ann. d. Chem, u. Pharm. 1 



p. SOO. 



' E. StilkowBii, B«r. d. d. ch^m. Qeaellxh. 1876, vol. ii, p. 719 ; 1878, vol. li. 
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Allantoin probably represents one of the stages in the oxidatioD 
of uric acid in the body; uric acid has recently been found by 
"Wiechowski ' to: be converted into allantoin by the oxidising action 
of the liver.] 

Ad. Strecker^ showed that uric acid, when heated in a sealed 
tube to 170° C, is spht up into glycocoU, carbonic acid, and ammonia, 
with absorption of water : 

C^HtN^O, + 5H,0 = CHj(NHj)COOH + 8C0j + 8NH,. 

This decomposition led J. Horbaczewaki,' in Ludwig's laboratory, 
to attempt to synthesise uric acid by heating glycocoU with urea ; on 
heating these two compounds at 250 to 230' C, he found in the 
fused mass, together with other products, 5 to 15 per cent, of the 
weight of the glycocoU employed as uric acid. 

It follows from these products of decomposition, that the molecule 
of uric acid oontains two molecules of urea, which are combined with 
an acid containing three atoms of carbon. 

[The formation of alloxan indicates the presence of the complex 



and of allantoin that of 

,N— C 

c( I 

Acrylic acid (p. 98) ia an acid containing three carbon atoms, and 
it wo imagine that the hydroxyl of the carboxyl group in this acid is 
substituted by the amino radical NH^, the amide of acrylic acid ia 
obtained. Further, it the three hydrogen atoms of acrylic acid, which 
are attached to the carbon atoms, be replaced by NHj, we obtain 
triami no-acrylic acid amide : 

H— C— H H— C— H H,N— C— NH, 

II ■ II II 

H-C H— C H,N— C 



I [W. WiechowBki, Beitr. chtm. Phyaiol. Path. 1907, vol. ii.p. 296.] 
' Ad. Strecker, Liebigy Ann. d. Chem. 1868, vol. cilvi. p. 142. 
' 3. Horbaczewaki, SiUungsbtr. d. Wien. Akad. 1882, vol. luivi. p. 963 ; i 
. MonatshejUj. Cliem. 1882, vol. iii. p. 796, aod 18S5. vol. vi. p. 366. 



bi Google 



160 ORGANIC CHEMISTRY FOR MEDICAL STUDENTS 

and if now the four NHj radicals be Bubstituted by the four ammonia 
reeidnes of two molecules of urea, we ohtain the structural formula 
of uric acid which was first put forward by Medicas : 

HN 0=0 

I I 

, C^^C— NH. 

I !l >c=o 

HN— -C— NH^ 

Uilo twld. 

All the reactions of uric acid, [as well as the products of its oxida- 
tion], agree with thiaformula, and also its synthesis from trichlorlac tic 
acid and urea, which was carried out by Horbaczewski,^ 

Uric acid generally crystallises in microscopic, colourless, rhombio 
plates or prisms ; it it separates from the urine it carries down 
colouring matter with it, and then forms larger, incompletely formed, 
whetstone- Uke, red-brown crystals. One gramme of uric acid requires 
for its solution at the ordinary temperature about forty litres of water, 
at the body temperature seven litres, and at boiling point about two 
litres. Its aqueous solution is acid to litmus. Uric acid is insoluble 
in alcohol and ether. Two of its hydrogen atoms are replaceable by 
metals ; when it is dissolved in caustic soda, the neutral salt of the 
composition CsHjN403Nas is obtained. This salt does not occur in 
the body, nor does it exist in nature. When uric acid is dissolved in 
excess of sodium carbonate, it always forms the acid salt ot the 
composition CsHgNiOjNa, which is soluble with difSculty in water, 
one gramme at the ordinary temperature requiring more than a litre 
for its solution. Still more insoluble is the acid ammonium salt. 
Both these salts are often found in urinary sediments, the ammonium 
salt in the form of the characteristic, incompletely crystalline masses, 
the so-called hedgehog spines, and the sodium salt as an amorphous 
precipitate, which, like tree uric acid, carries down with it the brown- 
red colouring matter; it is therefore known in medicine ae Sedi- 
mentvm lateritmm, or brick -dust deposit. 

Uric acid dissolves in nitric acid with effervescence ; if the solution 
be evaporated to dryness it leaves a red residue, which on the addition 
of a drop of ammonia becomes purple, and on the addition of a drop 
of caustic soda violet-blue. This is known as the ' mureside ' reaction 
and is the most delicate test for uric acid. 

Very widely distributed in the body, especially in the nuclei of 
cells, are found four bases, rich in nitrogen, whose close relationship 

' J. Horbaciewflki, Sitsungsber. d. matk. natip. Gl. d. k. Akad. d. W. ta Wian 
1687, vol. lov." pe. 2, p. 835, and 1S88, vol. lovi. pt. 3, p, 8i9 ; ot Monatthe/U /. 
Chem. 1887, vol. vlii. pp. 201, 548. 



>oglc 



UREA AND ITS DERIVATIVES 161 

to uric acid ia Bbown by their empirical formute ; these are, santhine, 
hypoxantliine or sarldne, guanine and adenine. 

Uric ftcid CjHjN.Oj 

Xanthine C,H^N,Oj 

H^poxanthine CeH,N.O 

Guanine C^HjlfjO 

Adenine CiHjN,. 

Emil Fischer hae succeeded in preparing all theee bases artificially 
from uric acid, and he asBigns to them the following structural 
formulae: 

H— N — C:=0 HN— C=0 

II II 

0:=C C— NH H^— C C— NH 

H — N — C— N;^ N— C— nA^ 



II II 

H— C C— NH HC C-NH 

II 'I >CH 'I II NcH 

HypoxaDtbiuc. Adeulne. 

[Ho regards them as derivatives of purine, to which 1 
the formula 

N— CH 



N_C— N^ 
All these compounds thus possess the following complex of atoms, 
in which the nitrogen and carbon atoms are numbered in order 
'N— 'C 

I I 
'C =C— 'N, 

I I >' 

"N— *0— "W 

Uric acid is thus 3, 6, B, trioxypurine 

Xanthine „ „ 2, 6, dioiypnrine 

H^pozanthine „ „ 6, monoijpnrine 

Quanine „ „ % amino- 6, oxypnrina 

Adenine „ „ Q, aminopurine. 

• The hydrogen atoms become attached to the nitrogen atoms when 
the carbon atoms have oxygen attached to them ; in this way, the 
nitrogen and carbon atoms remain trivalent, and tetravalent, respec- 
tively. The double bonds, except those between carbon atoms 4 
and 5, do not here behave as in unsaturated compounds.] 
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Xanthine ia constantly found in small quantities in human 
urine; it is almost insoluble in water, and sometimes forma calculi. 
When oxidised by nitric acid it gives, like uric acid, alloxan, and 
when acted upon by fuming hydrochloric acid, glycocoU ; on evap- 
orating the nitric acid solution it leaves a golden yellow residue — 
hence ita name from the Greek favflos, yellow — which, on the addition 
of a drop of caustic soda, becomes red. By this very dehcate reaction 
the rarely occurring xanthine stones can be distinguished from all 
others. 

Guanine ia converted into xanthine by the action of nitrons acid 
(p. 62), and it givea the same colour reactions as xanthine, when 
evaporated vrith nitric acid. Guanine is, as previously mentioned 
(p. 153), a substituted guanidine. This is expressed In Fischer's 
formula, and foUowa from the following reaction : by the action of 
hydrochloric acid and potassium chlorate, guanine is decomposed 
into carbonic acid, parabanic acid, and guanidine. Guanine occurs 
in large quantities in guano. Fish scales owe their peculiar glitter 
to its calcium compound, which is deposited in them in small crystals 

Adenine was discovered by Kossel,^ flvat in the pancreas, and 
Uter in many other tissues. It ia a polymer of prosaic acid, and is 
related to hyposanthine in the same way as guanine ia to xanthine ; 
it is converted into hyposanthine by nitrous acid. 

Closely related to xanthine is the active constituent of our 
favourite drinks, tea and coffee, which contain the base theine or 
caffeine ; it is xanthine in which three hydrogen atoms have been 
replaced by methyl radicals. The eryatalhne compound, theobro- 
mine, is found in cocoa beans ; this is also xanthine, in which two 
hydrogen atoms have been replaced by methyl radicals. Both 
theobromine and theine can be artificially prepared from xanthine. 
Xantliine contains three hydrogen atoms, which can be substituted 
by metals, and when its divalent lead salt is prepared and heated 
with methyl iodide, theobromine, or dimethylxanthine, is obtained. 
The silver salt of theobromine, on treatment with methyl iodide, 
yields caffeine, or theine {methyltheobromine or trimethylxan thine) : 
I H,C— N— CO HN— CO 

II II 

OC C— N— CHj DC C— N— CH, , 

I H ">CH I II \}K 

HjC— N— C-N*^ H^C— N— C— N*^ 

C&ffeiDS Ttieobromlne 

or 1, 3. 7-trimeCbTliBDtbiiie or 3-7 dImetlifliuiDthliH 

or I. A, 7-trlijiettiyL- ^, A-dLoxjpnrlDe. or 3-7 dimetbjl- 3, 6 dioi jporif^ ] 

' A. Kossel, Z. f. physiol. Chem. 1886, vol. x. p. 250, and 1888, vol, xiL p. Ul. 
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LECTURE XII 
THE AROMATIC COMPOUNDS 

BENZENE AND ITS OXIDATION FBODOCTS 

We pass now to the second main group of carbon compounds, the 

Aromatic Group, bo called in contradiatinction to the Fatty or 
Aliphatic Compounds, the genera! name applied to all those com- 
pounds BO far described. The designation 'aromatic compounds' 
has been unfortunately chosen, because aromatic pleasant-smelling 
substances, as well as thoBe without smell, and those with a bad 
floiell, occur amongst both groups of the carbon compounds. The ^ 
aromatic compounds differ from those of the aliphatic Beries in pos- 
sessing a common radical, a nucleus composed of six carbon atoms 
firmly linked together, which enter as a group into other com- 
pounds, are split off in the same combined manner, and are difGcult 
to separate from each other. 

Eighteen of the twenty-four valencies of the six atoms of carbon 
are used up in linking the carbon atoms to each other, and only six 
remain over for combining with other elements. The nucleus of 
carbon atoms iB, therefore, a hexavalent radical, and if all its six 
valencies be saturated by hydrogen, we have the simplest aromatic 
hydrocarbon, benzene, CgHs, which is the mother substance of the\ 
whole aromatic group of carbon compounds. All the aromatic . 
compounds can be derived from benzene, just as all the aliphatic 
compoands can be derived from methane. 

There are many very different conceptions as to how the six 
carbon atoms are linked together, and it is still undecided which is 
most in UDlson with the facts of the chemical prooesseB, i.e. the various . 
BnbstitutionB and reactions, and which will lead to the discovery of 
new chemical facta. The hypothesis of Kekul6' (1829-1896) 
enunciated in 186-5, has been the most copious in results. Eekul^ 
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supposed that the six carbon atoms formed a closed chain or ring, 
the atoms themselves being bound together alternately by a double 
linkiitg and a single llnkiag : 



H—C C- 

r 



C~H 



Sekul^'s formula shows, firstly, that the benzene nucleus is hexa,- 
valent. Each carbon atom has three of its four valencies used up 
in linking with its neighbouring atoms, and only one remains over for 
combination with other elements or radicals. 

The formula shows, secondly, that the six hydrogen atoms of 
benzene are ' equi-valent,' that is, when one of them has been substi- 
tuted by another atom or radical, only otie mono -derivative can be 
obtained under any conditions. According to the hypothesis, the sis 
hydrogen atoms are equally divided amongst the sis carbon atoms, 
which are joined together in a similar way. More than one mono- 
chloro-, monobromo-, mononitro-, monoamido-, mononaethyl-, etc, 
derivative of benzene has never been prepared. There are no 
isomeric tnimo-derivatives of benzene. 

Thirdly, the hypothesis explains the fact that the di- substituted 
derivatives of benzene always exhibit three isomers : when two 
hydrogen atoms are substituted by other elements or radicals, three 
Jaomerio compounds, called the ortho-, meta-, and para- compounds, 
designated shortly by the letters o-, m-, p-, are obtained : 

B B B 

I I I 



H— Cs sC— R 


H-Ca .C-H 


H-C. .C-H 


1 11 ■ 
H— C» sC— H 


H— Cb sC— E 
V/ 


H— Ct aC— H 
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The hypothesis does not allow of more isomers, and as a matter 
of fact no others have ever been obtained, either when the two 
substituting radicals are the same, as in dinaethylbenzene, or 
when the two substituting radicals are different, as in methylamido- 
benzeoe. 

The sis carbon atoms, and the hydrogen atoms attached to them, 
are numbered in the lormnlfe. An ortho-position is that in which 
any hydrogen atom, such as that numbered 1, is substituted at the 
same time as that numbered 2, or as that numbered 6, [i.e. when 
two adjacent carbon atoms are substituted, such as 2 and 3, 4 and 5, 
5 and 6.] A meta-position is that in which 1 and 3, or 1 and 5 
[or 3 and 5, 2 and 6, or 2 and 4] are substituted ; [i.e. when alter- 
nate carbon atoms are substituted.] A para-position is that in 
which each hydrogen atom has only one other' appertaining to it, 
1 and 4, 2 and 5, 3 and 6 ; [i.e. when every third carbon atom is 
substituted.] 

It is theoretically easy to determine, which of the three isomeric 
di -substituted derivatives with similar radicals is the ortho-, or the 
meta-, or para-compound, for it is only necessary to introduce a third 
radical into the molecule and to ascertain how many isomeric tri- 
subatitution products can arise thereby. If e.g. another radical enters 
the para-compound {1, 4), only one arrangement is possible, since the 
atoms 2, 3, 5, and 6 have all the same relationship in the molecule. 
If another radical enters the ortho-compound (1, 2), two isomers are 
possible, since the atoms 3 and 6 have a different position in the 
molecule to the atoms 4 and 5. In the case of the meta-compound, 
as can easily be seen, three isomers are possible when a third radical 
enters the molecule, [thus : 

B R R 

I I I 

c c 

/\ .!i=N /\ 

H— C C— X H— C C— H H— C C-H 

IB II II 

H— C C~R n-^ C— E X— C C— B 



I 



c 



The experimental details of these investigations are naturally 
very tedious, and are attended with many difBculties, hut experiments 
have been carried out in the case of many isomeric di- substitution 
products, and the tacts fuUy confirm the aprmri theoretical assump- 
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H-C 


C— R 


H— C 


1 
H-C 


C— E 


R-0 
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tione. Here agnin the structural theory has achieved a great 
triumph. 

Fourthly, Kekul6's theory entirely agrees with the obaeryalions 
oonoerning the iBomeric tri-substitntion derivatives. According to his 
theory, when three similar radicals substitute the hydrogen atoms, 
only three isomers, and no more, are posBible. The three positions 
in the ring for these isomers are ^ie adjacent or vicinal [v), the 
symmetric (s), and the asymmetric {a) ; 

R R R 

i I I 



H— C C— R 

I D 
H— C C— H 



and, as a matter of fact, only three tri-Bubstitution derivatives, with 
similar radicals, have ever been prepared. If the three substituting 
radicals be different, the number of isomers is naturally much 
greater. 

These, and many other facts, agree entirely with Kekuli's hypo- 
thesis, but some chemists have brought forward certain facts which 
are in opposition to Kekul6's benzene ring theory, especially to the 
assumption of the three double linkings. 

The imsaturated compounds of the fatty series in which a double 
linking between two carbon atoms is assumed, such as ethylene, 
allyl alcohol, and acrylic acid, possess the property of very easily 
adding on two atoms of bromine at the ordinary temperature, without 
the separation of hydrogen atoms, i.e. without the formation of hydro- 
bromio acid, in contradistinction to the saturated compounds, in 
which the hydrogen atom is substituted by halogen (see pp. 34 
and 98). If Eekul^'s assumption of three double linkings in the 
benzene nucleus be correct, benzene should add on sis atoms of 
bromine at the ordinary temperature without the aid of any active 
force, but this is not the case, as the addition of bromine occurs only 
in direct sunlight. 

Again, according to Kekul6's theory, two ortho-compounds of 
all di-substituted derivatives must be possible; in dne of them the 
two neighbouring carbon atoms to which the radicals are attached 
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will be linked together by a double bond, in the other by a Biogle 
bond; 



I II 
H— C C- 



but, AB & matter of fact, only one ortho-compound of the di-sub- 
stituted compounds can be obtained. 

These, and similar reasons, have compelled many chemists to 
relinquish Eekul^'s formula, and to assume, instead of the three 
double linkingB and the three single Unkings, nine single linkings, and 
they accordingly write the benzene formula as follows : 




This formula explains the above four facts as well as that of Kekul^'s. 
Most chemists nowadays avoid any definite hypothesis concerning the 
structure of the benzene ring, and they represent the nucleus only by 
a aimple hesagon ; 



A carbon atom and a hydrogen atom are assumed to be present at 
each angle ; and only the i-adicals which substitute the hydrogen 
atoms are represented, e.g. ortho-methylamidobenzene ia written thus : 



In the description of the discoveries made in synthetic chemistry 
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a method of synthetically preparing benzene was given (p. 6). 
Acetylene can be obtained by the direct combination of its elements, 
and when it is p&ssed through a red-hot tube, it polymerises to 



I I 

C . 

^ /'\ 

H— C 0-H H— C— H 

III - I II 

H— C— H H— C C— H 

Y 

I I 

H H. ■ 

The reverse process takes place it the vapours of pmre benzene be 
passed through red-hot tubes, a portion of the benzene breaking 
down into molecules of acetylene ; the reaction, however, is never 
complete. 

Benzene at the ordinary temperature is a colourless liquid with 
an aromatic smell; it boils at 80'5° C, and sohdlfies to a crystalUne 
mass when cooled to 0° C. It bums with a smoky flame, is not 
miscible with water but floats on it, and is an excellent solvent for 
reslna, fats, sulphur, etc. 

On the large scale benzene is obtained from coal-tar. Coal is not 
pure carbon, but contains compounds of carbon with hydrogen, 
oxygen, nitrogen, etc. Even in the oldest coal — anthracite — the 
piocess of carbonisatioD ie not complete, for it contains 10 to 20 per 
cent, of other elements, and the more recent coals contain from 20 to 
40 per cent., and brown coal even up to 70 per cent. When coal is 
submitted to dry distillation for the preparation of illuminating gas, 
products arising in the distillation process, which are not gaseous at 
the ordinary temperature, condense in the receivers, where they form 
two layers, just as occurs in the dry distillation of wood (p. 56), an 
aqueous layer, the so-called 'gas water,' and a layer, which Is not 
miscible with water, coal-tar. A portion of the coal also remains 
behind in the retorts as coke, which is used as a fuel and in 
metallurgical processes. The gas water diEFers from the aqueous 
product of condensation obtained by the distillation of wood in its 
alkaline reaction; it smells of ammonia, whereas the aqueous 
distillate from wood contains acetic acid (p. 57) as its chief con- 
stituent. 

Ckial-tar is a thick black mass ; its black colour comes chiefly from 
finely divided admised coal, which may make up 10 to 30 pet cent, of 
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the ^vhole quantity. The remainder coneiBta for the most part of 
aromatic compouDds, which were not all pre-formed in the coal, the 
majority having arisen by condensation of carbon compounds of the 
fatty aeries, by the high temperature of the distillation retorts. The 
condensation of acetylene into benzene has just been mentioned, 
and it has been shown by direct experiment that marsh gas, ethylene, 
alcohol, acetic acid, and many other simple organic componnds of 
the aliphatic series, are also converted into aromatic compounds at 
high temperatures by the splitting off of hydrogen and the separation 
of carbon. 

Up to the present time over forty different aromatic compounds 
have been isolated from coal-tar ; and together with these, small quan- 
tities of compounds belonging to the fatty series have also been found. 
The various constituents of coal-tar are first separated by fractional 
distillation, different methods being in use in different works. The 
products of distillation, which pass over at temperatures up to 170° C, 
are generally first collected. This distillate is specifically lighter than 
water, and is known as ' light coal-tar ' or ' light oil ' ; it consista 
chiefly of benzene and its nest homologuea — methylbenzene or toluene, 
dimethylhenzene or xylene, and tri methylbenzene. Then, when the 
temperature is raised to 270° C, an oily liquid distils over ; this sinks 
in water and is called ' heavy coal-tar ' or ' heavy oil,' and it contains 
chiefly phenol, creaol, naphthalene, aniline, pyridine, and qainoline. At 
still higher temperatures, more complex hydrocarbons pass over, and 
of these anthracene is the most important. Finally, pitch remains 
behind in the retorts and constitutes 50 to 60 per cent, of the tar ; it 
cannot he distilled without decomposition, and has not yet been 
separated into chemically well-characterised substances. It is used 
technically in the preparation of briquettes (carbon bricks), for 
asphalting roofs, varmsheB, etc. 

The light coal-tar is shaken with acids and alkalies, in order to 
separate the admixed basic and acid substances, and then again frac- 
tionally distQled. At a temperature between 80 and 85° C. almost 
pure benzene passes over, which is further purified by cooling to 
—5 to —10° C. and crystallising, and the crystals are then pressed 
between cold filter-paper. 

If we wish to prepare from benzene its hydrosyl derivative, oxy- 
benzene or phenol, the method which is used in the synthetical 
preparation of alcohol from the saturated hydrocarbons— i.e. (pp. 4 
and 45) by first substituting a hydrogen atom by chlorine or bromine, 
and then, by the action of potassium hydroxide or silver hydroxide, 
replacing the halogen atom by an hydroxyl group — cannot be used. 
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MoQoohlorobeiizeiie and monobromobenzene can, however, be easily 
prepared ; when chlorine is passed into benzene, in which a little 
iodine has been dissolved, cblorobenzene is formed, the iodine acting 
as a carrier in the process. Bromobenzene is obtained in the same 
way, when a little iodine is added to a mixture of benzene and bromine. 
In these oomponDds the halogen atom is firmly bound, and cannot 
be exchanged for hydroxy! by the action of moist silver oxide or 
potassium hydroxide, and hence another method for preparing oxy- 
benzene has been devised. This consists in first preparing the 
sulphonio acid of benzene, and then decomposing it by the action 
of potassium hydroxide. Benzene sulphonic acid is formed when 
benzene is heated with concentrated sulphuric acid in a retort under 
a reflux condenser : 

CjH^ia + HdjSOjOH = H,0 + C,H,SO,OH 



When the potassium salt of the sulphonic acid is fused with 
potassium hydrate, potassium sulphite and oxybenzene are obtained : 
CsHjSOjOK + KOH = K,SO, + CjHjOH. 

If benzene be administered to the animal body, it is oxidised to 
oxybenzene.^ Outside the body oxygen does not attack benzene, and 
this led to the supposition that in the body ozone, or aascent oxygen, 
was the active principle, since Nencki* showed that outside the 
animal body ozone can oxidise benzene to osybenzene. Atmospheric 
oxygen in the presence of ferrous oxide, or cuprous oxide, can also 
effect this oxidation ; ' in this process it may be supposed that the 
ferrous oxide combines with one of the two oxygen atoms of an 
oxygen molecule, and that the other free atom then oxidises the 
benzene to oxy benzene. 

Palladium hydrogen can play the same T6le as the ferrous, or 
cuprous, oxide. The EngUsh chemist Graham (1805-1869) showed 
that when palladium foil is used as the negative electrode in the 
electrolysis of water, no hydrogen ia evolved from it, and that the 
hydrogen combines with the palladium, which takes up 900 times its 
volume of the gas with a simultaneous increase of its own volume. 
This compound gradually liberates a portion of the hydrogen, and 
behaves as nascent hydrogen. When, therefore, palladium hydrogen 
comes into contact with atmospheric oxygen, the hydrogen is 

' ScbulUen and Naunjn, Du Bois' Arch. 186T, p. 349. 

' Nencki and Oiacoaa, Z.f. phj/sioi. Chem. 1880, vol. iy. p. 339. 

' Nenoki and Sieber, Joum. f. prakt. Chem. 1882, vol. iivi. pp. 2i and 26. 
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oxidised and a portion of the oxygen becomes ' active ' ; and if 
benzene be preBent it is oxidised to phenol, juet as it is by ozone.' 

On the large scale osybenzene, or phenol, is prepared from heavy 
coal-tar, by extracting it with caustic soda and then fractionally 
distilling. 

Pure phenol consists of colourless crystals, which melt at 12° C. 
and boil at 180° C. They take up water from the air, and are con- 
verted into a red-brown liquid ; if mixed with water, this sinks to the 
bottom in the form of heavy drops. At the ordinary temperature 
phenol is soluble in fifteen parts of water, and the solution is coloured 
violet by ferric chloride. 

Oxybenzene is & tertiary alcohol (p. 71), as the following formula 
clearly shows : 

H 
I 

C 

y\ 

H.-C C— H 

I II 



Hence it also bears the name phenyl alcohol, phenyl being the mono- 
valent radical C^Hj. That phenyl alcohol is a tertiary alcohol 
follows from the fact that it, like all tertiary alcohols, cannot be 
oxidised to an aldehyde, ketone, or acid, and that it is an alcohol is 
shown by its combinaliion with acids to form esters. Thus, phenyl 
alcohol, which is formed by the oxidation of benzene in the animal 
body, appears as the potassium salt of its acid ester with sulphuric 
acid in the urine, as potassium phenyl sulphate GeH«O.SO].OK. 
Phenyl alcohol differs from the alcohols of the fatty aeries, in that the 
hydrogen atom ol its hydroxyl group is easily replaceable by metals 
[when treated with caustic alkali] : 

C,HjOH + KOH = C,HjOK + H,0. 

The alcohols of the fatty series — e.g. ethyl alcohol — do not possess 
this property. The hydrogen atom of the hydroxyl group in ethyl 
alcohol can only be replaced by potassium or sodium, when the 
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metals themselves are allowed to act upon it. The aromatic alcohols 
have therefore the character of acids, and, consequently, phenyl alcohol 
is also called carbolic acid, by which name it is almost exclusively 
kuown in medicine: but chemists now designate the hydrosyl 
derivatives of the aromatic hydrocarbons iteither as_alcohols nor as 
acids, but haTe introduced for them the special name of Phenols. 

Carbolic acid is, as is well known, an energetic disinfectant, and 
formerly was much employed as an antiseptic in the treatment of 
wounds, but nowadays its place has been taken by other antiseptics, 
for the following reasons ; Carbolic acid, if not used in a verj- dilute 
solution, acts as a caustic, and causes necrosis of the skin and of 
the surfaces of wounds ; its unpleasant, penetrating, and persistent 
smell is tiresome to the patient and his surroundings, and there is 
also the danger that it may be absorbed from the wound surface. 
It is a deadly poison ; when taken internally large doses produce 
gastro-enteritis, and, after absorption, severe brain symptoms. 
Phenol when introduced into the body appears in the urine partly 
as the alkali salt of phenylsulphuric acid, wliich is not poisonous, 
and, for this reason, Baumann suggested sodium sulphate as an 
antidote to phenol in oases of poisoning. 

Sodium phenylsulphate occurs in the urine of mammals, not only 
after the administration of phenol, or benzene, but also as a con- 
stant constituent; it occurs in large quantities in the urine of the 
herbivora, and in small quantities in the urine of man ; the greater 
part arises from the decomposition of the aromatic constituents of 
the proteins (ct. Lecture 17). 

When two hydrogen atoms in Ijenzene are substituted by two 
hydrosyl grftups, three isomers are obtained, the ortbo-, meta-, and 
para-dioxy benzenes, which are generally known as pyrocateohin, 
resorcinol, and hydroquinone : 

OH OH OH 



Of these three isomers, pyrocateohin is always found in horses' urine, 
and often in human urine ; like phenol, it occurs as the alkali salt of 
the conjugated sulphuric acid. Hydroquinone-sulphuric acid has 
been observed in the urine after the administration of phenol. 

Together with oxyhenzene and dioxyl>enzene, methyloxyhenzene, 
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or cresol, combined with sulphuric acid is found in the urine, and of 
the three isomers chiefly para-cresol : 
CH, 



0— 80,0H 

FBn-ore»I. PHm-orcKtl-aaLphnric ixH, 

although ortbo-cresol ia found in small quantities ; it is not yet certain 
whether meta-oresol-sulphuric acid occurs in the animal body. 

If hydroquinone be treated with oxidising agents — chromic acid, 
ferric chloride— it loses two atoms of hydrogen and is converted into 
quinone, a compound which crystallises in yellow pnsms having a 
characteristic pungent odour. Conversely, quinone can easily he 
transformed into hydroquinone by reduction. The other two dioxy- 
benzenes do not yield quinones on oxidation. 

Theoretically, quinone is a very interesting compound. Its 
empirical formula is GeH^Oa, but chemists are not unanimous with 
regard lo its constitution ; of the many suggested constitutional 
formulsB, the following two may be put forward : 



[— c c— h: 


/\ 
H— C 0— H 


1 1 II 

[— C C— H 


H--C C— H 



The second formula agrees with the fact that quinone easily adds 
on four atoms of bromine, and behaves like a diketone, e.g. it com- 
bines with two molecules of hydroxylamine (NHjOH), with the loss 
of two molecules of water, forming quinone dioxime : 
N-OH 

C 



II II 
-C C— H 
\/ 
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When three hydrogen atoms in benzene are replaced by three 
hydrosyl groups, we again obtain three iaomera, the three hydroxyl 
groups being placed, either yioinally, sym metrically or asymmetrically 
(p. 166). The three isomers are known as pyrogallol, phloroglucinol, 
and osyhydroquinoiie : 

OH OH OH 

f)OH A AOH 

'n^OH HOk^OH \^ 

OH 

pyrogallol, FhloroglnoinoL OxyhydroqulaOfie. 

Of these three isomers, pyrogallol is of practical importance ; on 
account ot its antiseptic properties it is used as an external remedy ; 
internally it is very poisonous. Pyrogallol is also called pyrogallic 
acid, as, like all phenols, it has acid properties, i.e. contains hydro- 
gen atoms capable of substitution by metals (p. 171). It is prepared 
from gallic acid (p. 184), and crysiallises *n colourless platelets 
which melt at 132° C, and sublime without decomposition ; it is 
soluble in water and is an energetic reducing agent; upon which 
property depends its use as a developer in photography. In alka- 
line solution it eagerly absorbs oxygen from the air and becomes 
brown, and hence is nsed in gas analysis [for the estimaUon of 
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LECTUBE SIII 

THE HOMOLOaUEB OF BBNZBNB AND THEIB OXIDATIOH PBODUCTS 

When the hydrogen atoms in benzene are aubatituted hy saturated 
hydrocarbon radicals, we obtain an endless series ot hydrocarbons 
of the general formula C,Hj,_6, which can be regarded aa an homo- 
logous series in which many isomers are possible. If e.g. the 
hydrogen atoms be replaced by two methyl radicals, we obtain the 
three so-called ' position isomers ' or the ortho-, meta-, and para- 
dimethylbenzenes ; a fourth isomer is the mono- substituted deriva- 
tive, ethylbenzene : 

[ CH, CH, CH, 

0- 0- 

CH. C,Hj. 

oJimethjlbenzene. m-dlniethylbeniene. jj-dtn»thjlbeiiiene. ethylbennene. "1 

If three methyl radicaJs replace three hydrogen atoms, we obtain 
eight isomers : the vicinal, the symmetric, and the asymmetric tri- 
methylbenzenes, the ortho-, meta-, and para-methyl-ethyl-benzenes, 
normal propylbenzene, and isopropylbenzene. On the further substi- 
tution of a still larger number of hydrogen atoms by diffeirent 
hydrocarbon radicals, the number of possible iaomers increases very 
rapidly. 

The first homologue of benzene, methylbenzene or toluene, is a 
constituent of light coal-tar (p. 169), from which it is obtained by 
fractional distillation. It can be obtained synthetically by the general 
method for linking saturated hydrocarbon chains to a benzene nuoleus, 
by the method frequently used in the fatty series, whereby we can 
ascend from simple hydrocarbons to more complicated ones [p. 44]. 

>oglc 
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A mixture of bromobenzene and alkyl bromide or iodide ia treated 
in ethereal solution with sodium : 



-C C—H 
I II + CH3I + 2Na = NaBr + Nal 



Toluene caa be equally well regarded as a. substituted methane, or 
as a substituted benzene, as phenylm ethane or methylbenzene, and 
the formula can be written : 



Toluene is a colourless liquid which boils at 110° C. If chlorine 
be passed into boiling toluene, one of the hydrogen atoms of the side 
chain is substituted by chlorine,' and we can now carry out all the 
reactions which have been described in the aliphatic series of hydro- 
carbons ; thus, by boiling with water the chlorine can be replaced by 
hydroxyl, when benzylaleohol is obtained. The monovalent radical 
CgHj.CH, is known as benzyl, and it behaves in most reactions like 
the alkyl radicals of the fatty series : 



^CHjCl + HOH = HCl + k JCHjOH 

II«Di;r chloride. BenEfl aloohoL 

Benzylaleohol is a primary alcohol ; on oxidation it yields firstly an 
aldehyde, and then an acid : 






' [B; Bide chain is understood the hydrocuboD radical, which replaces a 
hydrogen btom in the benzene ring. These oompoanda therefore consist of a 
benzene nucleua, whioh behaves lite benzene in its reactions, and a hydrocarbon 
radical, which behaTee like (be saturated bTdrooarbODs.J 
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Benzaldehyde when treated with nascent hydrogen is ag&in con- 
verted into benzylaleohol ; it absorbs oxygen easily from the air, and 
becomes changed into benzoic acid. Benzoic acid can also be obtained 
directly from toluene by oxidation with chromic acid, the methyl 
group of the aide chain being converted into the carboxyl radical : 
CaHjCH, + 80 = H,0 + C,H,eO0H. 

[All side chains, however long, are ultimately oxidised to the 
carboxyl radical, the benzene nucleus alone remaining unattacked.] 

Another synthetical method for preparing benzoic acid has been 
already described (p, 7), 

Benzaldehyde has been met with under the glucoaides, i.e. the 
compounds, which are decomposed into sugar and certain other con- 
stituents, with absorption of water (cf. Lecture 9). The glucoside 
amygdalin is found in bitter almonds, which breaks down into 
glucose, prussic acid, and benzaldehyde, and on this account benz- 
aldehyde bears the name ' oil of bitter almonds.' It is a colourless 
liquid with a very pleasant aromatic smell, which boils at 179° C. 
On standing in the air, or when contained in vessels which it does 
not completely fill, it slowly deposits crystals consisting of benzoic 
acid. 

Benzoic acid consists of white shining platelets, or flat needles, 
which melt at 121° C, and sublime without decomposition at 250° C. ; 
it is soluble with difficulty in cold water, but more easily in hot, and 
is volatile with steam. When heated with excess of alkali, or lime, 
benzoic acid is decomposed into carbonic acid and benzene, and upon 
this a method depends for preparing the purest benzene ; this decom- 
position of benzoic acid is completely analogous to that of acetic acid 
into carbonic acid and methane (p. 63). 

Benzoic acid was first obtained by sublimation from gum benzoin, 
an obsolete remedy, from which it obtained its name. The pure acid up 
to quite recent times was employed as a remedy, but nowadays its use 
has been completely replaced by other and better means. Benzoic 
acid is of great physiological interest. If introduced into the animal 
body it combines with amino-acetic acid, or glyoocoll, with the loss of 
a molecule of water, and appears in the urine as hippuric acid (p. 8). 
This process was already observed in 1830 by Friedr. Woehler ' (1800- 
1682), and his discovery aroiised great interest; it was the first 
instance of a synthesis occurring in the animal body, but it was not 

6 (ViawBg and Son: 
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a synthesis in the more exact sense — th&t is, not a combination of 
carbon atoms to one another ae e.g. in the formation of stearic acid 
from sugar ; for in the synthesis of hippuric acid a carbon atom only 
combines with a nitrogen atom. Hippuric acid is an amide of benzoic 
acid, but not a simple amide; the hydroxy] group of the benzoic 
acid is not replacsd by a simple amido group, but by a substituted 
amido group : 

C(HjCO;OH + Hi— NH— CHjCOOH = H,0 + CjHjCO-NH— CH,COOH. 

The structure of hippuric acid will appear indubitable from the 
following synthesis: Benzoyl chloride — benzoyl is the monovalent 
radical of benzoic acid, CgHjCO, just as acetyl, CHjCO, is the 
monovalent radical of acetic acid — ia first prepared by the action of 
phosphorus pentachloride upon benzoic acid, in the same way as 
acetyl chloride from acetic acid (p. 55) ; then, by the action of ammonia 
on benzoyl chloride, benzamide is obtained, just as acetamide from 
acetyl chloride (p. 59) ; 

C„HiCOCl + H— NH, = HCl + C.HjCONH, 

Beuioyl i^lilorlde. ' BeDimnide. 

and benzamide easily combines with monochloracetic acid with the 
elimination of hydrochloric acid, forming hippuric acid : 

. C^HjCONHH + CI CHjCOOH = HCl + C^HjCONH— ca,COOH 

BetuamMe. ' Jd'onocliloiiKeUc wsld. Hippuric ncld. 

In order to directly combine together benzoic acid and glycocoU, 
as occurs in the animal body, the two acids in a dry stat« must 
he finely powdered, mixed together and heated in a sealed tube 
for twelve hours at 160° C, as was shown by Victor Dessaignes ' 
(1800-1885) in 1857. This synthesis, however, gives us no idea as 
to the factors which produce the synthesis in the animal body. The 
conditions are absolutely different ; in the artificial synthesis a high 
temperature, a high pressure, and the absence of water are necessary; 
in the animal body synthesis occurs in the presence of water, at the 
ordinary temperature and ordinary pressure; cold-blooded animals 
even form hippuric acid. It is therefore of great interest to enquire 
into the conditions of the synthetical processes in the animal body, 
not only to physiologists, but also to chemists, since thereby new 
means may be given to the latter for attaining to more and more 
complicated compounds by artificial synthesis,* 

' V. Dessaignes, Joum. Pharm. 1867 (iii.), vol. ziiii. p. 44. 

' A summar; ol the eiperlmenta upon the aoaditions of BjntheBiE in the aaimal 
body is ooatnined is Bange's Textboolc of Human Phy»ioU>gy, 1906, vol. ii. (Vogel: 
Leipzig). 
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Hippuric acid oocars in the animal body not only after the 
admimstration of beazoic acid, but it is aleo constantly found in human 
urine in small quantities. It was first discovered by Liebig in 1829 in 
horses' urina ; hence its name. In berbivora, benzoic acid aiises from 
the various aromatic compounds contained in their food, by the oxi- 
dation of their side chains, to carboxyl ; It also arises partly from the 
aromatic constituents of the proteins, especially from phenylalanine 
(cf. p. 186). The small quantities of hippuric acid which occur in 
human urine on a purely flesh diet, and in starvation, apparently 
arise from the latter source. The glycocoll necessary for the synthesis 
of the hippuric acid, at all events, arises from the decomposition of 
proteins. 

Hippuric acid forms rhombic prisms, vfhioh are soluble with 
difficulty in cold, but easily in hot water. In the urine of herbivora it 
is present as alkali salt, and separates in a crystalline form from the 
cold concentrated urine on the addition of acids. When boiled with 
acids it is decomposed, with absorption of water, into benzoic acid and 
glycocoll. This decomposition is also brought about by the action of 
ferments, and this explains the occurrence of benzoic acid in the de- 
composing urine of herbivora, which was already observed by Liebig 
when he discovered hippuric acid. 

A physiologically interesting derivative of benzoic acid is saccha- 
rin, a compound which 'is characterised by its intensely sweet taste ; 
a gramme of saccharin imparts to seventy litres of water a taste as 
sweet as that imparted by 280 grammes of cane sugar. Saccharin 
is the imide of ortbo-sulphobenzoic acid : 



0> 



In its preparation we start from toluene (p. 175) ; by the action of 
sulphuric acid at a temperature not above 100° C, toluenesulphonic 
acids {p. 170) are obtained, of which three are theoretically possible, 
but under the given conditions only the ortho- and the para-toluene- 
sulphonic acids are formed : 

SOjOH 

iSO.OH 



p-toluenaulphoDlo acid. p-tolneu^ftalpboDlc 
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The sodium salts of these two acids are then converted Into the 
tolueDesulphoohlorides by the action of phosphorus pentachloride 
(p. 55] ; of these, the para-compound at the ordinary temperature 
ia a crystalline solid, and the liquid ortho-toluenesulphochloride, from 
which ii is sepcirated, serves as the materiai for the further operations : 



08O,Cl 



By passing dry ammonia gas into it, the ortho-toluenesulphochloride 
is converted into ortho-toluenesulphamide, which is soluble with 
difBculty in water, and can therefore be freed by washing from the 
ammonium chloride which is also formed : 



08O,Cl + HNHj = HCl + I'^l 



.SOjNHj 



The methyl group is next oxidised to the oaiboxyl group by adding 

the toluenesulphamide to a solution of potassium permanganate ; 
ortho-sulphamino-benzoic acid is first formed, which, by losing water, 
is changed into the imide, or saccharin, which is soluble with difficulty 
in cold water, and on the addition of acids crystallises from the 
solution : 



0: 



SO,NHH 
CO'OH 



A large number of aromatic acids are found widely distributed 
in the vegetable kingdom ; in these one or more hydtoxyl groups ore 
attached to the benzene ring besides the carboxyl group, and they 
are therefore to he regarded as oxybenzoic acids. Of these, mono-ortho- 
oxybenzoic acid or salicylic acid, and triosybenzoic acid o^ gallic 
acid are interesting and important from a pharmacological point of 
view. 

All the three isomeric monosybenzoic acids have been synthetically 
prepared, but the or tho -compound, salicyhc acid, is also found in 
nature. It has been found in the blossoms of Spn<sa tdmaria and it 
can be easily prepared by hydrolysis and oxidation from salioin, a 
glucoside (cf. Lecture 9} which is found in the bark of the willow, 
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Salix ; hence its Dame. The methyl ester of salicylic aoid is found 
in Gaultheria procumbms, one of the ErioaceEe indigenoua in North 
America. This ester, which is volatile, forms the chief constitaent of 
the ethereal oil obtained by the distillation of the leaves and flowers 
of the gaultheria with water ; it is known as ' oil of winter green ' and 
is used in perfumery. Salicylic acid was formerly prepared from 
gaultheria oil by decomposition vrith alkalies, but nowadays it is 
prepared on the large scale from phenol. 

Phenol behaves as a feeble acid; it combines with sodinm 
hydroxide forming sodium phenylate CgHjONa (p. 171), which con- 
sists of colourless crystals. By passing carbon dioxide into the, 
molten sodium phenylate at 180 to 220° C, the following reaction 



,/\0Na / ^ONa 

tCOj = 



V 



'COONa 



Half of the phenol distils over as phenol, and in the residne 
is found ' basic sodium salicylate.' Sahcylic acid is a. monobasic 
acid, but it can take up a second atom of sodium, because its 
hydroxy! group behaves just as it does in the phenols. The free 
acid is precipitated from the aqueous solution of the basic sodium 
salicylate by hydrochloric acid ; it is soluble with difBculty in water 
and is purified by recrystallisation. 

Salicylic aoid forms colourless monoclinic prisms, which dissolve 
in 600 parts of cold water, but easily in hot water, alcohol and 
ether. 

Salicylic acid finds many uses as a remedy ; above all, it is a 
specific against acute rheumatism; not only does it diminish the 
fever, but also it causes the pain and swellings to disappear 
quickly, and hinders the complication of endocarditis. It is also used 
in other fevers, and was the first antipyretic brought forward after 
quinine ; besides this, it is also employed as an external remedy on 
account of its antiseptic properties. 

Sometimes the phenyl ester of sahcylic aoid, or salol, is given 
instead of salicylic acid : 



OH 
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This ester is prepared from salicylic acid and phenol by the 
action of dehydrating agents, and it forms a white crystalline powder, 
soluhle with difficulty in water but fairly easily in alcohol. Its 
ehght solubility in water explains the reason why salol tastes more 
pleasantly than salicylic acid, and less easily causes gastric dis- 
turbances. Against these advantages it must be remembered that 
the salol la decomposed by the ferments of our body into salicylic 
acid and phenol, and that the latter can manifest its poisonous action 
(p. 172). 

Physiologically the relation of sahcylic acid to glycocoU in the 
animal body is interesting ; it combines with it forming salicyluric 



acid, which is analogous in const 



iitntion to hippuric acid ; it passes 



kingdom, not as such, but 
name tannin. The tannins are ei 
a sugar, i.e. a glucoside, or they 
compounds of two molecules of ga 
of water. Such a digallic acid 



into the urine partly unchanged, where it is easily detected by 
the intense violet colour which it gives on the addition of ferric 
chloride. 

Galhc acid is found very widely distributed in the vegetable 



[pounds which bear the common 
;her compounds of galhc acid with 
hydrides of gallic acid, i.e. 
Ihc acid, with the loss of a molecule 
lannic acid, which occurs in many 



parts of plants, especially in oak galls, pathological swellings pro- 
duced by the irritation of an insect on the branches of certain oak 
trees. The tannic acid is extracted from the oak galls by water, or 
by a mixture of ether, water and alcohol. The extract is evaporated 
down until it solidifies to a hard cake, which is rubbed up into a 
fine powder. This powder, when absolutely pure, is colourless, 
generally, however, it is coloured faintly yellow and is easily solnble 
in water ; it has not yet been crystallised. 

Tannic acid gives an insoluble compound with albumin and 
gelatin ; the use of tannic acid in the tanning industry depends upon 
this, and also npon its antiseptic properties. The corium of animal 
skin, which consists for the most part of albuminous and gelatinous 
substances, loses its property of swelling up, and of putrefying in the 
presence of moisture, after it bas been treated with tanning materials ; 
it becomes resistant to all physical and chemical changes. When 
animal skins are placed in tannin solutions, the tannin is withdrawn 
from the solution, and the skins are converted into leather. 

Tannic acid finds a second technical nse in the preparation of ink. 
Its aqueous solution gives a blue-black, finely-divided precipitate 
vfith ferric chloride, which, when suspended in gum-water, forms ink. 
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The manifold uBes of taanic acid in medicine depend, firstly, on its 
antiseptic, and secondly on its astringent properties. 

Astringents are those medicaments which diminish the hypereeniift 
of catarrhal mucouB snrfaoes, moderating the swelhng, and the growth 
of cells, and lessening their secretion. This action is probably con- 
nected with the precipitation of the proteins ; as a matter of fact, all 
remedies which are useful as astringents have the common property 
of forming compounds with proteins, which are insoluble in water. 
The salts of lead, iron, zinc, silver, copper and aluminium, as well as 
the tannine, belong to this group.. 

Tannic aeid also precipitates nearly aU the alkaloids, and on this 
account it is administered as an antidote in cases of poisoning by 
alkaloids. 

Tannins are found in some of our favourite beverages, particularly 
abundantly in tea, and in red wine ; for this reason red wine is 
recommended as a ' stomachic ' in catarrhal conditions of the stomach. 
If the favourable action of tannin be required without the harmfal 
action of the alcohol, bilberry lemonade is recommended in place of 
the red wine. Bilberries are rich in tannine, and are a common 
domestic remedy against digestive disturbances of all kinds. If the 
tannin is to act not only on the stomach, but also on the mucous 
membrane of the intestines, instead of a clear bilberry lemonade the 
whole boiled fruit must be taken, since the tannic acid in the clear 
extract will be taken up by the mucous membrane of the stomach, 
whereas the tannin-rich skins of the fruit and also their colloidal 
contents, which are rich in tannin, will reach the lowest portions of 
the intestines. 

The tannic acid in tea is an undesirable adjunct, and on this 
account the leaves should he extracted with water which is not too 
hot; the ethereal oils and the theine then pass into solution, vrith 
very httle of the tannin, which gives a bitter taste to the tea. If tea 
be drunk with milk or cream, the tannin is converted into an insoluble, 
and therefore tasteless, compound by the proteins of the milk. The 
danger of drinking too strong tea depends upon this fact, as the 
poisonous theine (p. 162) remains in solution, and the most concentrated 
tea tastes weak. If, on the other band, tea be taken vrithout milk, the 
harsh astringent-tasting tannin warns us from drinking too strong 
tea. The real tea-drinker drinks his tea without milk, and always very 
weak. 

Gallic acid is obtained from tannic acid by hydrolysis, which is 
brought about both by ferments, and by acids, and alkalies. Gallic 
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acid crystallisea in fine silky needles which are solnble in water, 
alcohol and ether. On heating it is decomposed into carbonic acid 

and pyrogallol (p. 17i) : 



COOH 



With ferric chloride gallic acid gives a blue-blact precipitate, and, 
like tannic acid, is used in the manufacture of inks. 

The three dimethylbenzenes, generally called xylenes, are all found 
together in light coal-tar; on oxidation they yield firstly the three 
c monobasic toluic acids, and then the three dibasic phthalic 



Os 0: 



OCOOH 
COOH 



The oxidation of the xylenes in the animal body only goes so far 
as the formation of the monobasic toluic acids. Outside the body, the 
toluic acids are obtained on oxidation by dilute nitric acid. Concen- 
trated nitric acid and potassium permanganate convert the xylenes 
into the phthalic acids, and if chromic acid he used as the oxidising 
agent, the whole molecule is completely oxidised to carbonic acid and 
water. 

If or tho -phthalic acid be heated above its melting point, it is con- 
verted into its anhydride, which distils over unchanged, and crystallisea 
in long rhombic prisms : 



/\C00H 
' \ = H,0 4 

J COOH 



u« 






If the phthalic acids, or henzenedicarboxylic acida, be heated with 
excess of alkali, they are decomposed into two molecules of carbonic 
acid and one molecule of benzene. 

Benzenetricarhoxylic acids and benzenetetracarboxylie acids have 
been prepared. No isomers are possible in the case of benzenepenta- 
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carbosylic acid. Benzenehesacarboxylic acid, or mellitio acid, ib of 
great theoretical interest : 

COOH 
EOOC/\COOH 



This complex acid is formed directly by the oxidation of chemi- 
cally pore carbon, which ia one of the most astounding facts in the 
whole of organic chemistry, for we thus obtain an insight into the 
structure of the carbon molecule, in which the benzene nucleus 
appears to be pre-formed I Franz Ferdinand Schnlze ' {1815-1873) 
prepared pure carbon by heating wood-charcoal in a current of 
chlorine, or by reducing carbonic acid with phosphorus. This carbon, 
and also pure graphite, yielded on oxidation with permanganate in 
alkaline solution a considerable quantity of mellitic acid, together 
with oxalic and other acids. 

In nature mellitic acid is found in beautiful crystals, combined 
with alumina, as the rare mineral, which is Bometimea found in man- 
ganese dioxide deposits, known aa honey-stone, or mellite ; hence 
the name mellitic acid. By boiling the powdered honey-stone with 
a solution of ammonium carbonate, the ammonium salt of mellitic 
acid is obtained, and from this the free acid, which forma silky 
needles, easily soluble in water and alcohol. When heated with 
excess of lime it is decomposed into one molecule of benzene and siic 
molecules of carbonic acid, and its constitution veas thus proven ' : 
further the synthesis of hexaraethylbenzene baa actually been accom- 
plished, and from it mellitic acid has been obtained by oxidation.' 

numerous aromatic acids are known in which the carboxyl group 
is not attached directly to the benzene nucleus, but to a side chain. 
Of these, phenylacrylic and phenylpropionic acids are physiologically 
and medicinally interesting examples : 



CH=CH— COOH I ICH,-CHj— COOH 



■ C. Priedeland J.M. CrftftB,J»n.(ieChi™. e((feP%». 18e4(»i.),vol.i. p.470. 
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Cinnamic acid is found in certain balsams which are used as 
medicaments, in storax, in balsam of Pern, and balsam of Tolu 
(at. Lecture 15). It has been prepared synthetically by several 
methods, e.g. by heating benzaldehyde with sodium acetate in the 
presence of a dehydrating agent, acetic anhydride : 



Ort + H:,CH.COONa = a,o + f ^ 



ICH=CH.COONa 



Cinnatnic acid is an acrylic acid (p. 98) in which the phenyl 
radical has taken the place of a hydrogen atom in the /3-position. 
It crystallises from its aqueous solution in long needles, which melt 
at 49° C, and boil at 280° C. It has recently been used as a thera- 
peutic agent in tuberculosis. 

By the action of nascent hydrogen cinnamic acid is converted 
into hydrocinnamic acid, or phenylpropionic acid. The o-amino 
derivative of this acid ia found amongst the hydrolytio decomposition 
products of the proteins, and is known as phenylalanine. It is an 
alanine (p. 80) in which a hydrogen atom in the ^-position has been 
replaced by the phenyl^ radical. 

Amongst the hydrolytic decomposition products of proteins, 
together with phenylalanine, that oxy-derivative of this amino-acid 
is found in which the hydroxyl group occupies the para-position 
in the benzene nng. This compound is called tyrosine, as it was 
first found amongst the decomposition products of cheese (mpos) : 



^CH,.CH(NH,)COOH I. JcBL,.CH<NH^COOH 

Pbenyl-dBmlnopnipioiiic odd p-oijphHirl-n.anilnopioplonlc mid 

or phHiylslaniiie, or tyrosine. 

The constitution of tyrosine ia known from its synthesis by 
Erlenmeyer and Lipp,' whose work lays the exact foundation for the 
above formula. 

[Another important compound physiologically is homogentisic 
acid. It occurs in the urine in certain cases of abnormal metabolism, 
and patients having this peculiar anomaly are known. as alkaptonurio 
patients. It is hydroquinone-acetio acid. Owing to the presence of 

' E. Erienmejer and A. Lipp, Ber. d. d. chem. Oeaellich. 1882, vol. zt. p. 1546. 
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hydroquinone, the nritietDras brown on atandiog, which is due to the 

alkaline reaction produced by its ammonia cal fermentation. 



ICHjCOOH 

Homo^eutltla uid. ] 

An organic base which arises in the animal body, in which it 
plays a very important rdle, may be described here ; it has recently 
found an extensive tberapeTitio use. This is adrenaline, also known 
as epinephrine, or suprarenine. In common with the alkaloids 
[cf. Lecture 16] it has an intense physiological action, hut difiers 
from most alkaloids in not having a ring containing nitrogen ; it is a 
constant constituent of the adrenal or suprarenal bodies from which 
it w)bs isolated and obtained in a crystalline state hy J. Takamine ' 
and T. B. Aldrich.^ It has the following constitution : 

HO / \— CHOH — CH, — N <^ 
HOl. 

The reasons for this stractnral formula are given in the original 
papers.' The formula shows that it contains an asymmetric 
carhon atom, corresponding to the fact that adrenaline is optically 
active, rotating the plane of polarised light to the left, [and that 
it is derivative of pyrocatechin, a secondary alcohol and also a 
secondary amine.] Adrenaline, in the smallest quantities, produces 
contraction of the muscular coat of the blood vessels, and is therefore 
used as a means of arresting hiemorrhage. 

' J. Takamine, Amer. Joum. Pharmacy, 1901, vol. litiii. No. 11. 

' T. B! Aldrioh. Amer. Joum. Phytiology, 1901, vol. v. p. 457- 

• H. Psnly, Ber. d. d. chem. Qeaellsch. 1903, vol. xiivi. p. 3944, and 1904, 

vol. iixvii. p, 1388. P. Stolz, iMd. 1904,. vol. uxvii. p. 4149. T, B, Aldrich, 

Jotim. Amer. Chem. Soc. 1905, vol. iivii. p. 1074. 
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LECTUEE XIV 

ABOMATIC NITBOQEN COMPOUNDS 

Wb have seen that nitrogen can be most easily introduced into the 
molecule of the saturated hydrocarbons by allowing ammonia to act 
upon the halogen substitution products: alkylamines are thus pre- 
pared. The NHj radical, however, cannot be introduced into the 
benzene ring in this manner. We have already seen that the halogen 
atom is very firmly attached to the benzene ring, and that it cannot 
be substituted by the hydrosyl group, aa in the aliphatic compounds ; 
neither can the halogen atom in the benzene ring be replaced by 
NHj by the action of ammonia. On the other hand, the nitro-radical 
NOj can be introduced more easily into the aromatic compounds' 
than into those of the fatty series. It has been shown that sulphuric 
acid reacts with benzene to form henzenesulphonic acid, with the 
elimination of a molecule of water {p. 170), and in an analogous way 
benzene reacts at the ordinary temperature with concentrated nitric 
acid : water is eliminated and the nitro-radical NOg substitutes a 
hydrogen atom in the benzene ring, and nitrobenzene is formed : 



I- HONO,. = H„0 + 



Nitrobenzene is a pale yellow liquid, which boils at 208° 
without decomposition; it has a pleasant smell resembling bitter 
almonds, and is therefore used in perfumery, especially in the manu- 
facture of soap ; it is, however, poisonous, the simple inhalation of 
its vapours producing violent headache. 

If methylbenzene, or toluene, be treated with concentrated nitric 
acid, the substitution of a hydrogen atom by a NO] gronp always 
occurs in the benzene ring, but never in the methyl group, and the 
three isomeric nitrotoluenes (p. 164) are formed ; the ortho- and para- 
compounds are the chief products, the meta-compound being obtained 
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only in traces ; the para-compound at the ordinary temperature is 
solid, and oa cooling crystallises in large prisma from the liquid 
mixture of the three isomers. 

Nitric acid acts in the same way upon phenol as it does upon 
henzene ; when phenol is mixed with dilate cold nitric acid, o- and 
^-nitrophenol result : 

OH 



0: 



By the further action of nitric acid, by heating the nitrophenols 
with excess of nitric acid, dinitrophenols and tri nitrophenols are 
formed. One of the latter, the symmetrical trlnitropheuol, or picric 

acid, has many technical uses : 



Picric acid crystallises from alcohol, or water, in pale yellow 
ghstening platelets or prisms; it is a strong monobasic acid [the 
phenolic OH group becoming more acid in character, due to the 
presence of the NOi groups]. It dyes silk and wool a beautiful yellow 
colour, and is therefore used in the dyeing industry. Picric acid 
is poisonous, and its use in the dyeing. of woollen fabrics has the 
advantage of protecting the materials from moths. Picric acid is an 
explosive, and therefore a very dangerous, substance, its salts being 
exploded by a knock or a blow. Picric acid is used in histology for 
fixing and staining microscopical specimens. Calcium piorate is 
soluble in water, and fixation with picric acid is especially advan- 
tageous in the treatment of embryological specimens containing 
calcified cartilage and bone, which are freed from calcium salts and 
can then be sectioned without difficulty. In recent times picric acid 
has been recommended as an external remedy, especially as an 
antiseptic in the treatment of burns, and for allaying their pain.' 
Picric acid is so called from its intensely hitter taste, and on this 
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account was sometitnes used formerly as a substitute for hops in the 
preparation of beer; it is used in analytical chemistry as a pre- 
cipitant for organic bases. 

If nascent hydrogen be allowed to act npon nitrobenzene or nitro- 
toluene, the nitro-group NOj is converted into the amido-group NHj. 
Fhenylamine, or aniline, and the three isomeric toluidines are thus 
obtained : 

+ 6H = 2H,0 H 



r j + 6H = 2H,0 + [ ) 



This is the method generally employed for preparing the aromatic 
amines or organic bases ; it was discovered by the Russian chemist 
Nikolai Zinin ' (1812-1880) in 1842, and has since proved to he of 
extensive viae. Zinin used sulphuretted hydrogen as the reducing 
agent, but, in the commercial preparation of aniline and toluidine, 
the hydrogen is evolved from iron and hydrochloric acid. 

Aniline was known before it was synthetically prepared by 
Zinin ; it was obtained by Otto Unverdorben in 1826 by the distil- 
lation of indigo, and hence its name from the Spanish term for 
indigo — anil. Pr. Eunge (1795-1867) discovered aniline in coal-tar 
in 1834. 

Aniline is a colourless oily liquid with a feeble characteristic 
smell ; it is somewhat heavier than water, of which it requires thirty- 
one parts for its solution. It bolls at 183° C, and in the air soon 
becomes yellow, and then brown. With acids it combines like 
ammonia, forming crystalline salts. Aniline is poisonous, and has 
often caused severe poisoning in man ; the symptoms are giddiness, 
coma, cramps, and collapse. 

AcetaniUde, or antifebrine, is a derivative of aniline which is of 
medical interest. This compound is an acetamide (p. 59) in which 
one of the hydrogen atoms of the amide group is replaced by the 

' N. ^mn, Joum.f.prakt.Chem. 1S43, vol. xxvti.p. 149. 
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phenyl radical, and it is obtained by Bimply boiling aniline with 
glacial acetic acid : 

CHjColoH + hJhN— C,Hj = H,0 + CHjCO— NH— C,Hj. 



Acetanilide foims beautiful white priBmB, which are soluble in hot 
water, alcohol and ether ; it is often used as a drug for lowering the 
temperature in cases o£ fever. 

Another antipyretic which is often used, namely phenacetlne, is 
quite analogous to, but aomewhat more complicated than acetanilide. 
Instead of aniline, the more oomphoated amine, the ethyl ether of 
para-amidophenol, or para-pbenetidine, is combined with acetic acid, 
and the acid amide, which is phenacetine, is formed : 

NH, + HOOCCHj NHCOCHj 



9-phebetidLiH. PheiufletiDe. 

Lactophenine is obtained when lactic acid, instead of acetic acid, 
is made to combine with p-phenetidiue to form the acid amide ; it is 
also used as an antipyretic. 

NH— CO— CHOH— CH, 



1=) 

Both aniline and toluidine are used in the technical preparation of 
the very complicated aniline dyes. If certain oxidising agents, e.g. 
arsenic acid, mercuric nitrate, etc., be allowed to act upon a mixture 
of aniline, ortho- and para-toluidines, these compounds combine 
together, with the loss of hydrogen atoms, to form a large molecule, 
rosaniline, which can be regarded as a substituted methane (p. 176} ; 
it stands in close relationship to many commercially important 
aniline dyes. The reaction in the formation of rosaniline is the 
following : 

CoH^NH, C,H,(CH3)NH, , C^H^NH, 

C— H + 30 + = 2H3O t C— C,H,(CH3)NH5 

j ^H C^HjNH, ]^C,H^NH, 

H OH 
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BosaoiliDe cryBtalliaee from hot water, or alcphol, in ooloarless 
needles ; it is a triacid base, and iis hydrocblonde, with one equi- 
valent of acid, is the well-known dye fuohaine. In the solid state 
this consists of beautiful green crystals with a metallic lustre, soluble 
in water and alcohol, giving an intensely red colour. 

If a hydrogen atom in each of the amido groups of rosanillne 
be replaced by phenyl, the beautiful blue dye, triphenylrosaniline, 
or aniliae blue, is obtained. Other dyes are obtained by substituting 
different radicals for hydrogen atoms in the amido groups — e.g. the 
iodide of pentamethylrosanihne is a green dye ; the hydrochloric, 
or acetic acid salt of trimethylrosaniline is violet. 

The chemistry of the aniline dyes forms a very large chapter in 
organic and technical chemistry, but, except in the case of histological 
staining technique, ia of no particular physiological or medicinal 
interest.' One aromatic dye must be now mentioned, as it is of 
great physiological importance, standing, as it does, in close relation- 
ship to a constant constituent of our body, and to a constant 
constituent of most proteins — namely, indigo. 

The beautiful blue dye known as indigotin has the empirical 
formula CieHioNjOj; it forms either an amorphous blue powder, 
or ghttering copper-coloured crystals. At 300° C. it is converted 
into a purple-red vapour, the density of which has been deter- 
mined, and crystals are formed when the vapour is cooled. Indigo is 
insoluble in water, alcohol, ether, dilute acids and alkalies, and upon 
this its value as a 'fast' dye depends— [i.e. one which cannot be 
washed out] ; it is soluble in chloroform, aniline, and petroleum ether, 
and it disaolvea in concentrated sulphuric acid with a deep blue 
colour, forming the two sulphonic acids, indigomonosulpbonic acid, or 
phoeniein sulphuric acid, and indigodisulphonic acid. The sodium salt 
of the latter Is soluble in water, and comes into the market as 
indigo -carmine. The colour given by these compounds — Saxon blue 
— is less fast. If a fast dye be required, the indigo is first converted 
into indigo white, a colourless crystalhne compound, the alkali salts 
of which are soluble in water. Indigo white is a reduction product 
of indigo ; it contains two atoms of hydrogen more, and has the 
composition CiBHuNiO^. The reduction of indigo to indigo white 

' The histological Btainiiig technique ia at present only erapirical ; it is not 
based upon the chemical action oE certain dyes on the oonstituents of the tiaauea. 
Martin HeideDhain has attempted to esplain the proceea in the djeing of cerlaia 
tisaae etemeDta, from the behaviour ut djes of deflnite constitution upon various 
proteins and nncleins, in PflUger's Arch. 1002, »ol. lo. p. 116, and 1903, vol. icvi. 
p. 440. [The process ia also physical and due to adsorption (see BaylisB, Biochem. 
Joum. 1B06, vol. i. p. 17B).] 
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i dye-works is cftrried out by different reducing agents, 
ferrous sulphate, or grape-sugar, or calcium hyposulphite being allowed 
to act upon the indigo in alkaline solution. The pale yellow alkaline 
solution which thus results is called ' indigo vat/ and the fabrics 
which are to he dyed are dipped in this solution in order to 
impregnate them with the indigo white ; on subsequently exposing 
tbem to the air, the indigo white is again oxidised to indigo by the 
atmospheric oxygen, and the insoluble dye is deposited in the threads 
of the material. 

The constitution of indigo has been determined chiefly by the 
work of Baeyer, and its synthesis has been accomplished by several 
methods.^ In all these syntheses, the facts that indigo on distillation 
with potassium hydrate yields aniline, and on boiling with manganese 
dioxide and potash yields o-amidohenzoio acid, are made use of. They 
show that the indigo molecule contains a nitrogen and a carbon atom, 
in the ortho-position to one another, in the benzene ring. The follow* 
ing, selected from the great number of syntheses, shows most clearly 
the structme of the indigo molecule. 

The synthetical preparation of amino-acetic acid, or glycocoU, from 
monochloracetic acid and ammonia has been described (p. 60) ; if, in 
the place of ammonia, we allow a substituted ammonia, pheoylamine 
or aniline, to act upon monochloracetic acid, we obtain anihdo-acetio 
acid, a compound which is completely analogous in constitution to., 
amino-acetic acid : 

HOOCCH^Cl + HiNK, = Ha + HOQCCH,NH, 

UoDOcUoiscetic said. Amlno-Hcebio acLd 



HOOCCHjiCl + HlNHCgH; = HCl + HO0CCH,NHC,H, 

or lieujlgljcooQU. 

Anilldo-acetic acid consists of small colourless crystals, which' 
when heated with caustic potash in the absence of air, lose a molecule 
of water, and probably first form the following compound : 



iH0pCCH5HNaH,:Hi= ILfi + H,C<' 



' Tbe monograph by A. Beiesert contains a, nummary of this work and Ihe 
many Bynthetical methods, History and Methods of the Indigo Synthesis (Fried- 
laader and Son : Berlin, 1898). A. Salmony'a pamphlet on^fffUl Indigo Synthesis 
OTtd a Bevieiv of the Indigo Syntheses (Frledliiuder and Son : Berlin, 1905} also 
gives an acconnl, and in it Engler and Emmerling's work {Ber. d. d. c' 
Gesellsch. 1670, vol. Ui. p. 686), wherein the first syntheBis of indii " 
abstracted. 
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in which the four divalent radicals, CHj, CO, C^Hj, and NH, form a 
cloBed ring ; if the molten mass be dissolved in water, and atmospheric 
oxygen be allowed to act upon it, it becomes blue and indigo sepa- 
rates out.' We must regard the process as if the oxygen oxidised 
away the two hydrogen atoms of the methylene radical, and that 
two of the molecules formed by the oxidation then combine together, 
since the vapour density of indigo shows that the formula CgH^NO 
must be doubled : 

.NH. /NH. 

C,H,/ >CH, + 0. + H-CC >aH, 

\co^ ^CO^ 

- 2H,0 + aH,C >C--<X >C„H, 



If energetic reducing agents — nascent hydrogen followed by dis- 
tillation with zinc dust— be allowed to act upon indigo, two atoms of 
oxygen are removed and four atoms of hydrogen enter the molecule, 
and we obtain the colourless volatile compound of the composition 
CigHnNa, namely indole. The determination of its vapour density 
shows, however, that in the reduction process a splitting of the 
molecule has occurred, and that the molecule of indole has the com- 
position CgHjN. Its structural formula can bo regarded as the 
following : 

C„H,< JOB. 
XH'^ 



Physiologically, indole is a very interesting compound, since it is 
formed by the bacterial decomposition or putrefaction of proteins, 
and is constantly found in the contents of the intestine ; at the same 
time the methylated indole, or scatole, occurs : 
.NHv 



r.^. 



:CH 



Scatole and indole are crystalline volatile compounds with 

■ This sjnthetical method vsb disoavered almost simultaneously in 1690 bj 
Heumann, Lederei, and Biedemmnn and Lepetit. Heuratiun, Ber. d. d. ch^. 
GeieUsch. 1890, vol. iiiU. pp. 3043 and 3431 ; Joum. /. prakt. Chem. 1901, 
Tol. xliii. p. Ill ; Biedermann and Lepetit. Ber. d. d, chim. Oenellsch. 1690, 
vol. iiiii. p. 3289 ; Lederer, Journ. f. prakt. Chem. 1890, to!, ilii. pp. 383 and 
665, and 1901, vol. xliii. p. 303. 
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nauseous smells, and they impart to feeoes their oharaoteristie 
odour ; they are formed during the putrefaction of proteins from the 
still more complicated compound, indoleaminopropionic acid or 
tryptophane,' which can be prepared by bydrolyBia from proteins by 
the action of ferments or acids (of. Lecture 17). 

C^HjC >CH 

~^ O^ CH,.CH(NEyCOOH • 



In the urine of man a email quantity of indosyl, an oxidation 
product of indole, constantly occurs, as the alkali salt of its ester 
with sulphuric acid ; [it is generally known as indican] : 

C,H,< ^CH + HC< XH. 

^C^OIH + HO SO,OH = K,0 ^C^ O.SO,OH 

lodoijL IndoTflanlptaiulc uid. 

Indoiyl forms pale yellow crystals, soluble in water. If the urine 
be treated with a large amount of concentrated hydrochloric acid 
indoxyl is separated from its combination with sulphuric acid, with 
absorption of water, and if an oxidising agent — bromine, bleaching 
powder, ferric chloride — be added, the indoxyl is oxidised to indigo, 
and the urine becomes green-blue in colour, and when shaken with 
chloroform a beautiful deep-blue solution of indigo is obtained. 

If indole be injected subcutan^ously into an animal, the quantity 
of potassium indoxyl sulphate in the urine is largely increased ; the 
oxidation of indole to indoxyl in the tissues of animals is an exactly 
analogous process to the oxidation of benzene to phenol (pp. 170 
and 171). 

Nothing definite is known about the fate of indoleaminopropionic 
acid, which arises by the decomposition of protoins in the tissues ; it 
ie probably oxidised completely to the end-products, carbonic acid, 
water, and urea. The indosyl, which occurs in the urine, probably 
arises entirely from the indole which is formed by putrefactive 
processes in the intestine. Consequently, the quantity of indoxyl- 
Bulphuric acid in the urine is a measure of the intensity of the 
putrefactive processes occurring in the intestine, and the determi- 

I [Hopkina and Cole, Jmm. Physiol. 1901, vol. xivii. p, il8 and 1908, voJ. iwjr. 
p. 451 ; A. Ellmger, Ser. d. d. cham. Qeiellseh. 1907, vol. zl. p. 3029.] 
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nation of its quantity might be of great use in the di&gnoais of many 



Indigo, until recent times, was entirely prepared from certain 
plants, from species of the indigofera, etc. In these plants, chiefly in 
the leaves, a glucoside (of. Lecture 9) indican, a combination of indigo 
with sugar, is found. Indigo is prepared on the large scale in India 
from the leaves and branches of the indigofera, which are broken up 
and allowed towtand covered over with vf ater, when the indican passes 
into solution, together with s ferment, which deoompoBea it into 
indoxyl and sugar. After a few hours the solution is poured oft from 
the portions of the plant and exposed to the action of atmospheric 
oxygen, by stirring with a paddlewheel. The indosyl is thereby 
oxidised to indigo, which separates out as an insoluble amorphous 
powder ; this is purified by decantation, dried, and cast into the form 
of cubes, in which form it comes into the market. In the last few 
years the manufacture of synthetical indigo (p. 13) has competed suc- 
cessfully with this process. 

[When describing the compounds of the fatty or aliphatic series, it 
was mentioned that nitrous acid was a very important reagent for 
distinguishing primary, secondary, and tertiary amines (p. 36). 

Aniline or phenylamine is a primary amine, and by the action of 
nitrous acid should be converted into the corresponding alcohol, i.e. 
phenol. In the aliphatic series this reaction takes place in one stage, 
but in the aromatic series an intermediate compound, known as the 
diazo-compound, is first formed.] 

If nitrous acid be allowed to act upon aniline hydrochloride, 
diazobenzene chloride, or benzenediazonium chloride, is formed, with 
the loss of two molecules of water : 

C^H.NH^HCl + BONO - 2H,0 + CjHjN,Cl 

hjditwhldTLdft, 

Diazobenzene chloride forms colourless needles, which in the dry 
state are very explosive ; the aqueous solution, however, is free from 
danger. It has not yet been definitely decided how the two nitrogen 
atoms are combined in diazobenzene. 

[Two formulae have been proposed for the diazo-compounds ; in 
that proposed by KekuM, the two nitrogen atoms are doubly linked 
together : 

CeHj,.N = N.Cl. 
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Inthe formula proposed by Blomatrand 

i 
CI 

one of the nitrogen atoms is peDtavalent, and the two nitrogen atoms 
are linked together by a triple bond ; it expresses the basic character 
of these compounds better, and they are often called diazonium salts. 
If the aqueous solution of diazobenzene chloride be boiled, nitrogen 
is evolved and phenol is formed, and the complete conversion of the 
primary amine into the corresponding alcohol takes place. 

The diazo-compoundB are of the very greatest importance in eynthetical 
organia cbemiBtry, as they can take part in numerous reactions : e.g. if diazo- 
benzBne chloride be boiled with alcohol, nitrogen is evolved, as with water, 
but the product is benzene, not phenol ; reduction of the phenol group occur?, 
the alcohol being oxidised to aldehyde. If diazobenzene chloride be added to 
a solutioc of a cuprous salt, bromide or cblonde, dissolved in the coire- 
epondin^ acid, or of cuprous cyanide dissolved in potassium cyanide, an evolu- 
tion of nitrogen again occurs, and the halogen atom, or the CN radical, enters the 
benzene ring in the place of the diazo group. This is known as Sandnieyer's 
reaction. 

A very large number of aniline dyes are prepared from diazo- 
compounds ; aniline, or any homologue of aniline can be employed 
in the diazotisation process, and when this is completed, either a 
phenol or an amine is added. This combines with the diazotised 
substance and forms a dye, This series of dyes is known as the 
azo-dyes. If aniline be added to a solution of diazohenzene chloride 
a yellow crystalline substance is formed. This is aniline yellow. 
Similarly, if phenol or Q-naphthoI be added to a solution of diazo- 
benzene chloride a yellow or orange colour is produced. The various 
IropaeoUns (methyl orange, etc.) are prepared from the sulphonie 
acid of aniline and a phenol, or a secondary amine. In each case the 
reaction is as follows : 

CeH5.NHjHa + HONO = C,H,.N = N— CI + 2HjO 
and then 

C„H,.N— N— CI + HjN.CeH, s CjH^.N^iN— CqH.— NH, 
or 

CgHjN=:N— CI + HO-CgHj = C.H^.N :=N— C,H— ^OH. 

The various amines and phenols which can be used in the process 
have naturally given rise to the enormous number of azo-dyes which 
can be obtained.] 
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Another important derivative of aniline has yet to be described, 
as it pla-ys an important part as a reagent in the chemistry of the 
sugars, namely phenylhydrazine. 

When diazobenzene chloride in hydrochloric acid solution is 
reduced with zinc chloride, four atoms of hydrogen are taken up, and 
phenylhydrazine hydrochloride is obtained : 



C„H5N2C1 + 4H 


= c^HjNhne;,, Hci 







Phenylhydrazine hydrochloride consists of colourless, glistening, 
crystalline platelets ; the free base st the ordinary temperature is a 
colourless liquid, which soon turns brown in the air. If cooled, it 
solidifies to a colourless crystalline mass which melts at 17'5° C. and 
boils at 242° C, almost without decomposition. 

Antipyrine, which is .used, and misused, in medicine very widely 
as an antipyretic, is ftn important derivative of phenylhydrazine. 
It ia prepared from the ethyl ester of acetoacetio acid, which 
contains a ketone group (p. 83) ; this combines with phenylhy- 
drazine in the above-mentioned way, the following reaction taking 
place: 

CH, 

I , 

CjO +H;,iN— N— C^Hs 



CH, 



The resulting compound is very unstable ; it loses a molecule of 
ethyl alcohol, and a stable ring, containing three carbon and two 
nitrogen atoms, the Go-called pyrazolone ring, is formed : 



N 

y\ 

N C=0 
II I 
H,C — C— CHj 

Phanjlmethjlpjnsolone. 

By the action of methyl iodide another methyl group is then 
introduced into the molecule, and phenyldimethylpyrozolone or 
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antipyrine, which was first prepared by Ludwig Knorr,^ 
tained : 



Antipyrine consists of colourless crystals, almost without smell, 
easily soluble in water. Its solution is coloured red by forric chloride, 
aDd blue-green by nitrous acid. 
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LECTUKE XV 

»APHTaALEHE, &KTHRACBME, TEBPENEH, BBSINS, CAHPHOB 

The aromatic hydrocarbons so far described have been benzene and 
its derivatives, whiob contain only one benzene nuclena, with side 
chains composed of hydrocarbons of the fatty series. 

[Kosaniline and the azo-dyes, which compounds contain more 
than one benzene ring, are, however, exceptions. The simplest 
example of the linking together of two benzene rings is diphenyl 
CgHj — CbH,, in which the two benzene rings are linked directly 
together. If the two benzene rings be joined by a carbon atom, we 
obtain diphenyl methane, CfiHj — CHj — CeHj. Triphenylmethane 
is the mother-substance of rosaniline, in which the three phenyl 
groups are substituted by amino groups. The two other important 
compounds, phenolphthaloin, and eosin, still require mention, as they 
are also derivatives of triphenylmethane. 

Phenolphthalein ia prepared by heating together two molecules of 
phenol with one molecule of pbthalic anhydride at 115° C. in the 
presence of concentrated sulphuric acid : 



2C„HsOH + CgH-C )0 - CeH,< >0 



XO. X;(C,H.OH)- 



If we rewrite the formula of phenolphthalein as follows ; 

C — CgH^.OH 
CbH,— CO 

i ' 

its relation to triphenylmethane can be readily seen. 
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By heatiag phthaUc anhydride with resoroinol, finoreBoein is 
obtained in & similar way to phenolphthalein : 

,C0, /C,H,{OH), 

C,H,< >0 + 2C,H,{0H), - C-C,H:,(0H), 
^^ C„H.<5>0 

CO 

This eomponnd, containing four hydroxyl gronps, loses water, 
formbg fluorescein : 



/> 



C — C,H,{OH) 
CeHj<Q) O 
CO 

Fluorescein ia a yellowish-red powder which la insoluble in water ; 
it dissolves in alcohol and dilute alkalies, giving solutions with a fine 
green fluorescence. 

By acting upon fluorescein with the halogens, the eosins are 
obtained, which also possess the fluorcBcence. but their solution is red. 

Eosin is tetrabromofluoreacein ; erythrosin is tetraiodo fluorescein.] 

More comphcated aromatic hydrocarbons, however, exist, which 
can be regarded as ' condensation ' products of two or more benzene 
rings ; they contain carbon atoms which function as members of two 
rings at the same time. The practically important naphthalene and 
anthracene are examples of hydrocarbons with euch condensed ring 
systems. 

Naphthalene is obtained when the vapours of simpler compounds 
of the aromatic or aliphatic series— alcohol, ether, volatile fatty acids, 
ethylene, acetylene, benzene, toluene, etc. — are passed through a red- 
hot tube ; for this reason naphthalene is formed in the distillation 
retorts in the manufacture of coal-gas, and occurs as the chief con- 
stituent in heavy coal-tar (p. 169). On cooling, naphthalene separates 
in the form of rhombic platelets, which are purified by a complicated 
process. The crystals melt at 80° C, and boil at 218° C. ; they are 
insoluble in water, but easily soluble in ether and hot alcohol ; they 
possess a characteristic smeU, and in spite of their high boiling point 
are very volatile ; this explains their occurrence in coal-gas, to which 
they impart a, considerable luminosity. 

Elementary analjsis, and the determination of the vapour density 
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of naphthalene, show that this hydrocarbon has the empirioal forraula 
CigHg ; it contains therefore lesB hydrogen than benzene. In benzene 
to every carbon atom there ia one hydrogen atom, but naphthalene 
has two atoms of hydrogen less. When oxidised with potaBsium per- 
manganate, or with dilute nitric acid at 130° C, naphthalene is con- 
verted into ortho-phthalic acid : 

"iCOOH 

'cOOH 

the same compound which is formed by the oxidation of ortho- xylene 
(p. 184). It can therefore be supposed that naphthalene is also a 
benzene, witb two side chains in the ortho-position. 

It nitronaphthalene be prepared from naphthalene by the action 
of concentrated nitric acid in the cold, and if tbls be oxidised, ortho- 
nitrophthalic acid is obtained : 



The benzene ring to which the nitro-group is attached has there- 
fore not been attacked. When, however, nitronaphthalene is reduced 
to amidonaphthalene, in an analogous way to the reduction of nitro- 
benzene to aniline, and when this compound is oxidised, we do not 
obtain amidophthalic acid — i.e. we do not obtain its oxidation product — 
but we obtain the simple ortho-phthalic acid. The benzene ring, to 
which the NHj group was attached, has been oxidised away to two 
carboxyl groups, leaving one benzene ring over. It necessarily follows 
that naphthalene contains two benzene rings, and that these rings have 
two carbon atoms in common with one another, and the structure of 
naphthalene can therefore only be thus expressed ; 
H H 
C C 
^\/\ 
HO C CH 

I II I 
HO CH 

c o 

H H 

Naphthalene is extensively used in the dyeing indnstry, and in 
medicine it has been used as a disinfectant in the treatment of wounds. 
It has the advantage over other disinfectants that, on account of its 
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insolubility in ^ater, it is not absorbed, and does not act as a canstlc, 
and, on account of its volatility, it disinfects the whole neighbourhood 
of the wound. 

If we prepare monoaubstitution products of uaphthalene, only two 
isomers, as the structural formula a priori shows, are possible, which 
are differentiated by the letters a- and /3- ; the substitution can either 
take place at one of the carbon atoms which is attached to one of the 
two oarbon atoms common to both rings (1, 4, 6, 8, =a-compOund), or 
to one of the other caibon atoms which are equivalent to one another 
(2, 3, 6, 7, =/3-compouDd), As a matter of fact, only two isomers of 
all the monosubstitution products of naphthalene can be prepared : 



I II I 

H H 

When naphthalene is heated with concentrated sulphuric acid 
two isomeric monosalphonic acids are obtained, and these, when they 
are fused with caustic potash, yield the two hydroxyl compounds — 
in an analogous way to the preparation of phenol from benzene 
{p. 170) — H-naphthol and /5.naphthol. The former melts at 95° 0. 
and boils at 282" C, the latter melts at 122° C. and boils at 288° C. 
^-Napbtbol is used as a disinfectant in the treatment of skin diseases, 
as an addition to ointments. 

Anthracene is formed from simpler carbon compounds at a high 
temperature, under the same conditions as naphthalene (p. 201), and 
consequently is found with it in coal-tar, from which it is obtained on 
the large scale. Its empirical formula is CuH,(,. Just as we can 
regard naphthalene as having arisen by the condensation of two 
benzene rings, with the loss of two oarbon atoms, so also we can 
regard anthracene as having arisen from three benzene rings, with 
the loss of four carbon atoms. The structural formula of anthracene 
is therefore written as follows : 

H H 
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The correctness of this assumption is shown by the following 
synthesis from benzene and tetrabromethane, in the presence of 
alamininm chloride : ' 



Br— C- 



I 
Biv-C— Br 

I 



H 



Anthracene consists of colonrless monoolinic platelets, which 
melt at 213° G. and boil at 360° G. Its technically important deri- 
ratives are anthraquioone, and the beantifnl dye obtained from this, 
alizarin. It was mentioned (p. 12) that in 1868 alizarin could 
only be obtained from niberythrio acid, a glucoside found in madder 
root (cf. Lecture 9), and how the discovery of its artificial synthesis 
by Graebe and Liebermann had brought about a complete change in 
an important branch of husbandry and industry ; consequently the 
synthesis of alizarin will be of interest, and will give a clear insight 
into the structure of this complex dye. 

Alizarin has the empirical formula CuHgO, ; by distillation with 
zinc dust it is reduced to anthracene Gi^Hio. This fact led Graebe 
and Liebermann to suppose that, conversely, alizarin could be ob- 
tained by the oxidation of anthracene. Anthraquinone, which has 
the formula Gi^HgO^, is an intermediate product in the oxidation of 
anthracene to alizarin, and it can be prepared by several methods 
of oxidation from anthracene, e.g. by the action of nitric or chromic 
acids ; by reduction with hydriodio acid, or with zinc dust, anthra- 
quinone is reconverted into anthracene. The structure of anthra- 
quinone is given by its synthesis from phthalic acid anhydride 
(p. 184) and benzene, in the presence of a dehydrating agent, 
aluminium chloride : 

o:|io-coo 



Anthraquinone is a very stable componnd ; it consists of yellow 
needles which melt at 285° C. It has more of the properties of a 

' B. Anschiitz and F. Bltzbaoher, Ber. d. d. ehem. Qeaellsch. 1683, vol. xvi. 
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diketone than those of a true quinone ; it is easily reduced, and forme 
an osime with hydroxyl amine ^p. 173). 

When two hydrosyl groups replace two hydrogen atoms in 
anthraquinone we obtain alizarin, which is prepared by the general 
method for converting aromatic hydrocarbons into phenols, i.e. by 
making the sulphonio acid and fusing this with allcali (pp. 170 and 203). 
The peculiarity iu the preparation of dioxyanthraquinono consists in 
its not being prepared from the disulphonio acid of anthraquinone, 
but from the monosulphonio acid. The second hydroxyl group 
enters the molecule dnring the fusion with alkali, by absorption of 
oxygen from the air; this oxidation process is accelerated in the 
works by adding potassium chlorate, with the caustic soda, to the 
fusion mixtare. 

With regard to the position of the two hydroxyl groups, it can be 
shown that they are both attached to one and the same benzene 
ring; the synthesis of alizarin from phthalic acid anhydride and 
pyrocatechiu (p. 172), by removal of water with sulphuric acid, at 
140° C. shows this ' : 

CO 
-CO. '^ " 



\ 
-CO^ 



COO" 



Huhyiji^ie. 



As both hydroxyl groups in pyrocatechin are in the oriho-position 
to one another, this arrangement must also occur in alizarin ; 
a second position for the two ortho-hydroxyl groups in the molecule 
of alizarin is, however, conceivable : 

CO 



CO OH 



000:: 



The two positions of the hydroxyl groups in the alizarin molecule 
can be decided after a nitro-group NO^ has been substituted for one 
of the hydrogen atoms ; two isomeric mononitro -substitution products 
of alizarin can be prepared, both containing the nitro-group in the 

I. p. 972. CI. 
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same benzene ring in which the two hydrosyl groups are situated. 
Both nitro-oompounds yield on oxidation phthalic acid. Formula II. 
does Dot allow of two iBomerlc mononitro-products, when the nitro 
group NOg is attached to the same benzene ring as the two hydrozyl 
groups, but this is allowed by Formula I„ and it therefore follows 
that Formula I. exprcsBes the correct structure for alizarin. 

Alizarin crystalllBcs in beautiful red prisma which can be sub- 
limed without decomposition. Like all phenolB it has the properties 
of an acid, and with alkalies it gives purple-red soiutions, and with 
other bases insoluble salts, the so-called lakes. When tissues are 
mordanted with oxides they can be dyed fast with alizarin, insoluble 
salts being formed in the threads of the material. The lime 
compound is blue, the ferric oxide compound dark violet, and the 
alumina compound red. This latter compound is the so-called 
' Turkey-red ' dye. 

In addition to the aromtttic hydrocarbons there is another group 
which is found very widely distributed in the vegetable kingdom ; its 
members do not really belong to the aromatic compounds, although 
they are closely related to them, and can be converted into the 
aromatic hydrocarbons by reactions which are not very violent. 
These are the terpenea. 

In many plants, especially in the Sowers and fruits, volatile oils 
are found, which impart to them their characteristic odour. By dis- 
tilling these parts of the plant with water the volatile oils, the 
so-called ethereal or essential oils, distil over with the water, and can 
be isolated. The essential oils are not chemical individuals.' Many 
of them contain the above-mentioned hydrocarbons, i.e. the terpenes, 
together with compounds containing oxygen. The terpenes obtained 
from the various plants are not identical, but they are isomers of the 
general empirical composition GmHig; their boiling point varies 
between 160° and 190" C, and, in spite of this, they are volatile at the 
ordinary temperature, and distil over with steam. They are optically 
active, and their constitution is not as yet entirely worked out, 
though many valuable investigations " have been carried out upon 
them. These investigations promise us an insight into the 



« entered into here. 

* An idea of these investigatioiiB can be obtained Irom the loUowiag papers : 
A. Baejer, Ber. d. d. chem. Gesellsck. 1898, vol. mi. pp. 1401 and 2067; 
0. W&llnch, Liebi^'s Ann. d. Chan. 1S96, vol. ccaii. p. S71. The earlier extensive 
liteiatnre is aited in these papers. 
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chemical proceraea ocourring in plant life. The terpenea are the end 
members of the reduction processes of vegetable metabolism, and 
the exact knowledge of their structure should be a. fruitful field of 
inquiry for the physiological botanist ; at the present time, however, 
the results of investigations upon the structure of the terpenea are 
only of interest to the specialists in this branch. 

The near relationship of the terpenea to the aromatic com- 
pounds follows from the fact that they are converted by the action of 
mild oxidising agents into true aromatic compounds, derivatives of 
benzene. Thua, the practically important ropresentative of the 
terpenes, oil of turpentine, when heated with iodine, changes into 
cymene with the loss of two atoms of hydrogen : 

C,^„ = H, + C,^„ 

Terpene. OTmciie. 

Oymene is an aromatic compound whose constitution has been 
definitely determined, as it can be prepared synthetically by the 
action of sodium upon p-bromisopropylbenzene and methyl iodide : 

CH, 

I 

CHJ = NaBr + Nal ■ 



Thymol, an important antiseptic in medicine, which is contained 
ill oil of thyme {from Thymus Serpyllvm), is closely related to cymene. 
It differs from cymene by a hydroxyl group, which is contained in 
the benzene ring with the methyl and isopropyl radicals; it is an 
oxyoymene. At the ordinary temperature it forma crystals which 
are soluble in 1,100 parts of water; and on account of this difBcuIty 
of solution in water, thymol is not caustic like many other phenols, 
and can therefore be used internally as an antiseptic ; it is used for 
killing the dangerous intestinal parasite Anchylostoma duodenale. 

Turpentine oil ia prepared on the large scale from turpentine, the 
resinous mass which oozes from the bark of the Coniferffi. The 
whole gelatinous mass which oozes out from the bark is known 
generally as resin, but the chemiat applies the term resin to the 
residue remaining after the distillation of the gummy mass with 



n,g,i,7cd by Google 



208 OBGANIC CHEJOSTEY FOE MEDICAL STUDENTS 

water; the portion whioh distils over with the steam is a terpeae, 
turpentine oil. Turpentine is a solution of resins in terpenes, 
and these thick solutions in the terpenes, or other ethereal oils, 
which ooze out from many plants have chemically the general 
name of balsams. Certain balsams contain, together with the 
resins and terpenes, specific constituents to which a healing 
power is attributed, such as balsam of Peru, balsam of Tolu, 
storas, balsam of Copaiva, etc., which are used as external and 
internal remedies. 

Turpentine oil is a colourless liquid almost insoluble in water, 
but soluble in alcohol, and ether ; it dissolves resins, caoutchouc, 
sulphur, phosphorus, ete., and technically is largely used in the 
preparation of oil paints, lacquers, etc. ; medicinally, it is used as a 
skin irritant, as an antiseptic, and as an astringent. 

The resins which remain behind after the distillation of the 
terpenes, and essential oils, from the balsams are also not chemical 
entities, but mixtures of still insufficiently known compounds, free 
from nitrogen, but containing oxygen. These mixtures form amor- 
phous, transparent, glass-like, brittle masses with conchoidal 
fractures, insoluble in water and acids, but soluble in alcohol, ether, 
and turpentine oil. The resins diBsolve in alkalies, forming soapy 
frothing solutions, from which they are precipitated by acids ; they 
therefore appear to be a mixture of acids, the separation of which has 
not yet been accomplished, as they do not distil without decomposition. 
Technically the various resins are used in the preparation of varnishes, 
lacquers, resin soaps, etc. 

The camphors stand in close relationship to the terpenes ; they 
contain oxygen, and are solid at the ordinary temperature. In their 
reactions they behave partly as ketones, and partly as alcohols. 
Ordinary camphor, the medicinally important Japan camphor which 
is obtained by distillation with water from the finely cut wood of 
LauTUS camphora, differs from the terpenes in its empirical molecular 
formula by containing an atom of oxygen more, and, like certain 
terpenes, is closoly related to cymene ; by the action of a dehydrating 
agent, phosphoric acid anhydride, it is converted into cymene : 

JapaD camphor. Ojlaeati. 

By the action of nascent hydrogen Japan camphor is converted 
into Borneo camphor, which has the formula CioHisO- This, as well 
as other reactions, shows that Japan camphor is a ketone, and Borneo 
camphor a secondary alcohol. In nature, Borneo camphor is found 
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in the wood of Dryobalanops campkora, a tree which grows in 
Borneo and Samatra. Both camphora are used in medicine, chiefly 
for the stimulation of the respiratory and citcnlatory nerve centres, as 
well as of the heart muscle, in threatening collapse. 

Chemically, the European camphor menthol, which is obtained 
by distilling with water the leaves of the peppeimint-plant, Mentha 
jnperita, is closely related to the above two foreign camphors ; it is 
used as an antiseptic, and has the composition CoHjoO, and behaves 
as an alcohol : 

[ CH, 

CH 
/\ 

t I 
HX CH.OH 
\/ 
CH 

I 
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LKCTUBE XVI 

THE ALKALOIDS 

Alkaloids are organic bases coDtaining nitrogen which occur in the 
vegetable kingdom, and are characterised by their intense action upon 
the animal body. Most of them are deadly poisons, and at the same 
time many are valuable drugs, such as quinine, morphine, atropine, 
and cocaine. The term alkaloid ia therefore not a chemical one ; 
in chemistry substances are not classified according to their origin, 
nor according to their action on the animal body. They are divided 
up according to their chemical constitution. Have the alkaloids, then, 
any common properties in their constitution? All organic bases are not 
regarded as alkaloids ; a whole series of organic bases have already 
been mentioned, which are substituted ammonias — namely, methyl- 
amine, dimetliylamine, ethylamine, oxamine, area, guauidine, 
aniline, to luidine, glucosamine — and these are not classed amongst the 
alkaloids. The question therefore arises, do we know anything concern- 
ing the constitution of the alkaloids ? This is a question of the 
greatest practical interest, and its eolation woald be of the utmost 
importance, as stated in the preliminary considerations upon the 
advances of synthetical chemistry, It was stated that the produc- 
tion of the practically important alkaloids, morphine, quinine, 
etc., required large tracts of land for their cultivation, and that 
after their constitution had been investigated, their synthesis might 
be accomplished; and still more that their production by synthesis 
would be associated with a smaller expenditure of time and energy 
than when they were produced by cultivation, so that by their synthesis, 
large tracts of land would again be set free for the production of 
food-stuffs (p. 12). 

For several decades the aims of organic chemistry have therefore 
been directed to the study of the constitution of the alkaloids, and 
until recent times we were tied by the belief that the alkaloids were 
substituted ammonias, or ammonium bases, and in this supposition 
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we were confirmed, because those alkaloids whose synthesis was 
first detennined, amanatine and muscarine, were, as a matter of fact, 
Bubstituted ammonium bases (p. 11). 

The investigations of the last decades first showed that the 
nitrogen in the practically important alkaloids, in quinine, atropine, 
etc., was not contiuned as a substituted ammonia, but was present in. 
closer combination. It is present in a closed chain of carbon atoms, 
and such compounds, which contain a ring made up not only of 
carbon atoms, but also of other elements, are called heterocyclic, in 
contradistinction to the homocyctic compoands, \yhich so far have been 
described, such as beni^ene, naphthalene, and anthracene. 

The principal nitrogen -containing rings present in the alkaloids 
are the pyrrol, pyridine, quinoline, and iaoquinoline rings : 



H— C-C—H 


1 
C 


II II 


/\ 


H— C C— H 


H— C C- 


\/ 


1 n 
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H— C C- 
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FjrroL 


Pyiidlnc. 


H K 


H H 
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1 1 
C C 


.^'\y\ 


^\y^ 


H-O C C-H 


H— C C C 


1 II 1 
H— C— H 


1 II 1 
H— C C N 


\/\f 


\/\^ 



These heterocyclic ring compounds and their derivatives have 
been found amongst the decomposition products of many alkaloids, 
and this has led to the discovery of their constitution. 

Before, however, passing to their chemistry, some knowledge of 
the above nitrogen-containing ring compounds must be obtained. 

Pyrrol was discovered in 1834 by F. F. Runge (1795-1867) in coal- 
tar; it is also found amongst the products of distiHation of 
animal substances, bones, etc., which are obtained as by-products in 
the preparation of animal charcoal, and are known as Dippel's bone- 
oil. Pyrrol can be isolated from these tars and oils by fractional 
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distillation, aod is a colourless liquid with a smell reaembling that 
ot chloroform, boiling at 131° C. 

Pyrrol is prepared syntbetJoally from suodnio acid (p. 84). If 
the acid ammonium salt of this acid be submitted to distillation, it 
loses two molecules of water, and suocinimide, a crystalline compound, 
is obtained : 


COOH II 

I H,C — C 

fH' \nh 

ch; = aHjO + H,C— c 

COO(NHJ 

By distilling suocinimide with zinc dust, two atoms of oxygen are 
removed from it and pyrrol results : 

O H H 

il I I 

H,C — C C=C 

^NH = O, + I ^H 
H,C — C C-C 

II I I 

H H 

Bnoclnlnilde. PynoL 

A derivative of pyrrol has previously been met with— namely, indole, 
(p. 194) whose formula was written, 

c,hX V:h 

but if we introduce into this formula the structure of the benzene ring, 
we see that indole can be regarded as formed by the fusion of a 
benzene ring with a pyrrol ring, in the same way as naphthalene 
arises from the fusion of two benzene rings, so that they have two 
carbon atoms in common (p. 202) : 



HC C — OH 

I II II 
HC C CH 

\/\/ 

C N 

H H. 

If nascent hydrogen be allowed to act upon pyrrol, it is converted 
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into the two compounde pyrrolino and pyrrolidine, which are ticher 
in hydrogen : 

HC — CH H.,C — CH K,C-CH, 

II II I II II 

HG CH H,C CH H.C OIL 

N N N 

H H H 

Fjnol. PynoUDe. Frriollilliu. 

Of the derivativeB oi pyrrolidine, a-pyrrolidine-carbosylio aoid, [or 
proline,] ie of phyeiologioaJ interest : 
a,C — CH, 

H-C CH — COOH 
\/ 
N 
Hi 



It was discovered by Emil Fischer' amoogst the products of the 
hydrolytio decomposition of proteins (cE. Lecture 17), and it has 
been prepared synthetically by WiUstatter ' and by E. Fischer.' 

Pyrrol is of still further physiological interest in that the colouring 
matter of blood, haematin, and the chlorophyll of plants — the two 
substances which play such an important part in the production of 
energy, and in the metabolism of animal and vegetable life — are 
derivatives of it, as shown by the investigations of Nencki and his 
pupils.' The structure of these colouring matters is, however, not 
yet definitely determined. 

Pyridine was discovered in 1851 by the Scotch chemist, Thomas 
Anderson {1819-1874), a pupi! of Liebig's, in Dippel's bone-oil, and 
later also in coal-tar. It is a colourless liquid boihng at 115° C, 
miscible with water in all proportions. Its aqueous solution reacts 
strongly alkaline, and pyridine adds itself to acids, just as ammonia 
does, forming salts, the majority of which are soluble in water. 

The following methods of preparing it synthetically ^veus an 
insight into its constitution : If acetylene and the vapours of prussic 
acid be passed through a red-hot tube, a combination of two mole- 
cules of acetylene with one molecule of prussic acid occurs, in the 

■ E. Fisohar, Z. f. physiol. Chem. 1901, vol. xxxiii. pp. 151 and 412 ; 1903, 
TOl. iiiv. p. 70. 

' B. WiUstatter, Ber. d. d. chem. Oesellsch. 1900, vol. iiiiii. p. 1160. 

■ E. Fischer, ibid. 1901, vol. iiiiv. p. 454. 

' M. Nencki and J. Zaleeki, ibid. 1901, vol. iiiiv. p. 997. M. Nencki and 
L-Mardilewski, iCui. 1901. p. 1687. Here the earlier lilecatare of the conatitnliaQ 
of haematin and oblorophjll Is cited, eapeciall; the work of W. Kiister and of 
E. A. Schunck. 
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same way that three moleoulea of acetylene combine to form a 



HC CH HC CH 

3C,H, = II I aC,H, + CMH - II I 

HC CH HC CH 

\^ \^ 

C N 

H 

PyrMlne. 

This synthesis allowa of the Bupposition that pyridine is con- 
stituted in a, similar w&y to benzene, to which in many of its reac- 
tions it is analogous. Pyridine is n very stable compound, and is 
not oxidised by concentrated nitric or chromic acids ; only at a high 
temperature is it converted into a suiphonic acid by concentrated 
sulphuric acid, and by halogens it is only attacked -with difficulty. 

A second synthesis which gives an insight into the constitution of 
pyri^ne is that from pentamethylene diamine : 

HjH — CHj — CH, — CHj — CH, — CH, — NH,. 

This compound is formed by the bacterial decomposition or 
putrefaction of animal tissuoa, rich in protein, and has therefore been 
termed cadaverine. It can be built up from its elements; the 
synthesis of allyl alcohol has been already described (p. 98) and 
from allyl alcohol we can easily prepare allyl bromide. If this be 
saturated with hydrobiomic acid and allowed to stand in the dark at 
35-10° C, combination occurs, and trimethylene bromide results : 
CH, CHjEr 

9^ +HBr = *j^« 

CH,B, CHjBr 

AUyl bromide. Trimethjlene bromUB. 

Trimethylene bromide is converted into trimethylene cyanide (p. 84) 
by the action of potassium cyanide, and this compound is reduced by 
nascent hydrogen — by the action of sodium and boiling aloohol — to 
the diamine : 

CN CH,— NH, 

I t 

OH, CH, 

I I 



I I 

CH„ CB 

i I 



CH,— NH, 

Titanirt.hylPnall.niln., 

,1,1 C.oogic 
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Pentamethylenediamine is a colourless, syrupy compound, which 
cryBtallises in the cold, and has the peDetrcbting smell of semen. It is 
soluhle in water, and forms salts by adding itself to acids. If its 
hydrochloride be heated, the pentamethylenediamine loses a mole- 
cule of ammonia, and piperidine, a compound with a closed ring, is 
formed: 

" " " Plperldlns. 



Piperidine is a colourless liquid with an unpleasant smell, and of 
strongly basic properties. Combined with piperic acid (CigH|o04) 
it is found in pepper, from which it can be obtained by distillation 
with caustic potash. 

Six hydrogen atoms can be removed from piperidine by heating 
it to 300° C. with concentrated sulphuric acid ; the sulphuric acid is 
thereby reduced to sulphurous acid, and the piperidine is converted 
into pyridine : 



K,0 CH, 



H 



Conversely, pyridine can be reduced to piperidine by nascent 
hydrogen — sodium and alcohol— and by still stronger reducing 
agents— hydriodic acid at 300° C— it is reduced to normal pentane 
and ammonia. 

Most chemists use a simplified formula for pyridine, just as for 
e (p. 167). 







In certain reactions pyridine behaves as a tertiary amine, i.e. as a 
substituted ammonia in which all tlie three hydrogen atoms are 
replaced by alkyl radicals ; in pyridine, the three valencies of the 
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nitrogen are joinei to carbon. Just as k tertiary amine adds on 
methyl iodide, and changes into a quaternary ammoninm base, bo 
also, pyridine can add on methyl iodide to ite nitrogen atom. This 
property is possessed by many alkaloids, as we shall see later, and 
in this sense we caa regard these alkaloids as tertiary amines. 

The hydrogen atoms in pyridine can be snbstitated by alkyl 
radicals just as in benzene. When one methyl group takes the 
place of a hydrogen atom, three isomers are possible corresponding to 
the three diBubgtitution products of benzene. They are de^gnated 
as the d; 0; and y-compounds, according to the position of the methyl 
group in relation to the nitrogen atom. They are all found in coal- 
tar and in Dippel's bone-oil, and are known as the picolinee. Aniline 
is a fourth isomer of the three pioolines : 

CH, 

0- Q- 0- 

N S K 

a-picoIEiw. ^-plcoline. ypicolloe. Aniline. 

By the osidation of the three picolines, three isomeric pyridine 
carbosylio acids are obtained; when distilled with lime these are 
decomposed into pyridine and carbonic acid. This process is exactly 
analogous to the decomposition of benzoic acid into benzene and 
carbonio acid, and of acetic acid into marsh gas and carbonic acid 
(pp. 177 and 53). 

The pyridine carboxylic aoids are also formed in the oxidation of 
certain alkaloids, and this fact has led to the discovery of the consti- 
tution of these alkaloids. 

Quinoline bears the same relation to naphthalene as pyridine does 
to benzene : 



HC C CH 

I II I 
HC C CH 



ritten more simply. 
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Quinoline is found in coal-tar and in bone-oil ; it is a colourless 
liquid with a strong characteiiatic Bmell, heavier tban water and 
only slightly soluble in it, boiling at 236° G. Its Btructure can be 
Been from the following BynthesiB. 

The aldehyde of ortho-amidooiniiamio aeid (p. 186) in alkaline 
solution loses a molecule of water, and is converted into quino- 
line ' : 

H H H 

C C C 

/'\ ^\/\ 

HC C — CH=CH— CH HC C CH 

I il 



\y 



I li I 

HC C CH 



s-amLdoclniiMDJcBcldBldeliyae. QoiUDllae. 

This synthesis shows that quinoline is an ortho-derivative of 
benzene, and that the nitrogen atom is direotly combined to one of 
the carbon atoms of the benzene ring. The Btructure of the nitrogen 
containing ring can be deduced from the following reactions. On 
oxidation, quinoline yields the dibasic quinolinic acid, in an analogouB 
way to naphthalene, which, on oxidation, gives the dibasio ortho- 
phthalic acid (p. 202) : 



H H 
C 

10 CH 


H 
C 

HOOC — C CH 


1 II 1 

IC C CH 
\/\/ 
C 
H H 


HOOC — C CH 

C 
H 

d-phtJuUe uHd. 


H H 
C C 

C C CH 


H 

C 

HOOC-C CH 


1 II 1 
C C CH 

G N 
H 

QnlnoUM. 


HOOC — C CH 

N 



If phthalic acid be distilled with hme it is decompoBed into 
benzene and two molecnles of carbonic acid; likewise, quinolinic 
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acid, under the same oonditions, breaks down into pyridine and two 

molecules of carbonic acid. It follows, therefore, from the synthesis 

and the above reactions that quinoline conl»inB a benzene ring and a 

pyridine ring, and that the two rings have two carbon atoms in 

common, and it also follows from the synthesis that the nitrogen 

atom substitutes a CH group of naphthalene, in the n-position (p. 203). 

In coal-tar, together with quinoline, the isomeric com|K)und, 

isoquinoline, is found ; its synthesis has been carried out by sereral 

methods. Isoquinoline is a naphthalene in which a CH group in the 

/^-position is replaced by a nitrogen atom : 

H H 

C 

HC C CH 

I II I 



c c 

H H 

IsoqniDOliDe. 

This follows from the simple fact that isoquiuohne on oxidation 
yields a pyridine dicarboxylic actd as well as ortho-phthahc acid, 
whereas quinoline only yields a pyridine dicarboxylic acid, and 
never phthalic acid. 

Both the bases, quinoline and isoquinoline, occur amongst the 
decomposition products of certain alkaloids, but before passing on to 
the chemistry of the alkaloids, a fact, physiologically very interesting 
and remarkable, must be mentioned — namely, the oocurrence of a 
quinoline derivative amongst the end products of animal metabolism. 

In 1853 Liebig ' discovered in dog's urine an acid of the empirical 
formula OidHtNO^. It is insoluble in water, and is precipitated on 
acidifying the urine with hydrochloric acid. It has so far only been 
found in dog's urine, and ia therefore called kynurenic acid [jruVtios, 
canine], but it does not always occur in dog's urine, and its quantity 
is very small. It increases with the amount of the breakdown of 
protein, but which of the decomposition products of protein is the 
mother- substance of kynurenic acid in the organism of the dog has 
not yet been decided, in spite of numerous tedious and careful 
experiments.* 

Schmiedeberg and Schultzen ^ showed that kynurenic acid, when 

' Liebig, lAebig's Ann. d. Chem. 1853, vol. liixvi. p. 125. 

' On theae eipetimente see E, Glaesener ftnd L. Langstein, Beilr. a. cli«m. 
Physiol. Path. 1901, vol. i. p. 34. W. J. Giea, Amer. Joum. Physiol. 1801, vol. v. 
_■,»■, , „ ..__.., __,^ ^ ,..,.. ...j^ 

I. d. Chem. 1873, \o\. eliiv. 
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heated in the dry state, melted and decomposed iolo carbonic acid 
and a crystalline base, kynurine, which has the composition C^H, NO. 
M. Eretschy ' found that on heating kynnrenio acid with zinc dust to 
a dull red heat, quinoline C^HiN distilled over, and Kretschy there- 
fore rightly recognised kynurine as oxyquinoline, and kynurenio acid 
as oxyquinoline-carboxylio acid. Fr. Wenzel ' aynthesised kynurine, 
and showed that it was identical with y-oxyqainoline ; 
OH 



Finally, B. Camps ^ completely synthesised kynurenic acid, and 
showed that it was y-oxy-^-quinoline-earboKyllc acid : 



HC C C — ( 

I II t 
HC C CH 



The alkaloids are generally divided into those containing, 
and those not containing oxygen. The latter ate liquids, volatile 
without decomposition ; the former are crystalline solids, and with 
few exceptions are not volatile without decomposition. In the plant 
tissues the alkaloids are combined with organic acids, and in order to 
obtain the volatile alkaloids free from oxygen, it sufQces to distil the 
broken-up portions ot the plant with caustic soda, when the liberated 
alkaloids pass over with the steam. The non-volatile alkaloids con- 
taining oxygen are generally isolated by first extracting the portions 
of the plant with dilute acids, and from this acid solution many bases, 
which are insoluble or soluble with difficulty in water, are precipitated 
by alkalies ; in other cases a more detailed method must be carried 

' M. Kretschy, Nonatshefle f. Ckem. 18S1, vol. ii. p. 67. 

' Fr. Wenzel, ibid. ISM, vol. xv. p. 453. 

' R. Campa, Z. f. pftj/stol. CAem. 1901, vol. xxiiii. p. 390. 
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out. All alkaloida are precipitated from acid solntioQ by the so-called 

' alkaloid reagents ' : tannic acid, piiospbotungBtic acid, pliospho- 
molybdic acid, potassium cadmium iodide, potassium morcnric iodide, 
picric acid, etc. On decomp<»ing these precipitates with alkali, the 
alkaloids are liberated and can be extracted with alcohol, ether, 
chloroform, etc. The alkaloids add tiiemselves to acids like ammooia, 
aod form orystalline salts. 

Conine and nicotine are examples of oxygen-free alkaloids. 

Conine is found in all parts, but especially in the fruit, of the 
hemlock, Coniitm maculatum. It is a colourless liquid with a pene- 
trating unpleasant smell, boiling at 168" C, and rotating the plane of 
polarisation to the right ; it is soluble in water and soon becomes 
brown in the air, and is an intense narcotic poison. Elementary 
analysis shows that it has the formula CgH,,N, and A. Ladenhnrg^ 
in 1886 succeeded in synthesising conine and detei mining its 
constitution. 

Ladenbui^ started from a-picoline, which can be prepared syn- 
thetically by several methods, e.g. by heating pyridine with methyl 
iodide. Paraldehyde, which at a high temperature breaks down into 
three molecules of acetaldehyde, was allowed to act upon the n-pico- 
line by heating them togetiier in a sealed tube for ten hours at 
250-260° C. Combination, with loss of water, occurred, and a-allyl- 
pyridine was formed : 



EC CI 

I II 



-CH~CH— CH, 

\,/ \y 

K N 

»-pL«)llB6. AoctaWftijae. omllylpyruJine. 

When a-allylpyridine is heated to boiling- in alcoholic solution 
with sodium, eight atoms of hydrogen are taken up, and it is con- 
verted into a-propylpiperidine (p. 215) ■ . 
H H, 
C C 
^\ /\ 
HO CH H,C CH, 

HC C — CH=CH — CH, + aH = H,C C — CH, — CH, — CH, 

\/ \y 

N N 

H 

a-slljllijrtiiine. a-propylpiperWina 
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The a-propylpiperidine thus prepared differed only from the 
naturally occurring conlne ot the hemlock by being optically inactive, 
as are all synthetically prepared compounds (p. 79). By crystallis- 
ing its tartrate Ladenburg succeeded in separating his eynthetioally 
prepared conlne into a dextro-rotatory and a leeyo- rotatory modifica- 
tion. 

The optical activity of conine shows that the propyl group is 
attached to the carbon atom in the a-position, and that the picoline 
from which the synthesis was started is a-picoline, for, if the propyl 
group were attached to the carbon atom in the p- or yposition there 
would be no asymmetric carbon atom. Further proof that the propyl 
group occupies the a-poaition ia given by the fact that conine, on 
reduction with hydriodic acid, breaks down into normal octane and 
ammonia, whereas ;8- or y-p ropy Ipipe rid ine must yield an octane 
with a branched chain of carbon atoms. 

The synthetically prepared dextro-rotatory conine of Ladenburg had 
exactly the same rotatory power as that obtained from the hemlock ; 
its boiling point, and the melting points of its salts, also corresponded ; 
and, finally, its toxic action was compared with that of the naturally 
occurring conine by A. Falck, who found that the symptoms of 
poisoning, and the lethal dose, were the same. Thus, the first syn- 
theais ot a true alkaloid — i.e. a poisonous plant base belonging to the 
heterocylic compounds — was accomplished. 

Several other bases are found with the conine in the hemlock, 
some of which are more poisonous than conine. One of them, coni- 
ceine. which differs from conine by containing two atoms of hydrogen 
less, was artificially prepared from conine in 1885 by Aug. Wil. 
Hofmann ' (1818-1892), who made the greatest advances in our 
knowledge of the constitution of the conine group of alkaloids. 

' Nicotine, the poisonous constituent of the tobacco plant, is an 
alkaloid very similar to conine in many of its properties. It is also a 
colourless liquid, with the characteristic smell of tobacco, boiling at 
247° C. It is partially decomposed when boiled in the air, but in 
a current of hydrogen it can be distilled without decomposition. 
It quickly turns brown in the air, like conine, is miacible with water, 
and forms crystalline salts with acids. 

Nicotine has a more complicated composition than conine ; its 
empirical formula is OioHuNj ; it contains two atoms of nitrogen, 
and is therefore a diacid base. By potassium permanganate it is 

' A. W. Hotmaon, Ber. d. d. chem. Qesellsch. 1885, vol. xTiii.pp. 5 and 109. 
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oxidised to a pyridine carboxylic acid — namely, /J-pyridine carboxylio 
acid. The followiag ie a proof for the /^-pOBition of the carboxyl 
group. 

As we have seen, there are three isomeric pyridine carboxylic acids 
(p. 216), \Tbioh differ from one another in their physical properties, 
especially in their melting points; by the oxidation of oonine a 
pyridine oarboxylic acid is obtained which melts at 135° C. ; this 
must be a-pyridine carboxylic acid, since conine contains only one 
side chain in the a -position (p. 221), and i6 is called picolinic acid. By 
the oxidation of quinoline, a pyridine dicarboxylio acid, qoinolinic acid 
(p. 217), is obtained ; and in this acid the two carboxyl groups are in 
the a- and /3-positions. On heating qninolinic iicid, it loses a mole- 
cule of carbonic acid, yielding a monocarboxylic acid which is not 
identical with the a-acid, of picolinic acid ; it melts at 231° C, and 
must be the /3-acid, and it is identical with the pyridine carboxylic 
acid obtained by the oxidation of nicotine. It follows that the 
pyridine carboxylic acid obtained by the oxidation of nicotine must be 
the ^-acid, and it is called nicotinic acid. The third pyridine 
carboxylic acid, which sublimes without melting, but melts in a sealed 
capillary tube at 309° C, must be the y-pyridine carboxylic acid, and 
it is called isonicotinic acid : 

COOH 

N N N 

s'pjiidlin cBiboiiUo ttdd, ^pjildiDe arboiylSo utii, y-p^Tldlne arboirlin acid 

or pioolinio 1014 or nicotlnln acid. or laonlcotintoaola. 

M,p. ISC 0. M.p. 331° C. M.p. SOB" O. 

The preparation of /J-pyridioe carboxylic acid from nicotine shows 
that nicotine contains a pyridine ring, and that attached to this ring 
in the /3-position there is a side chain containing five carbon atoms 
and one nitrogen atom. Further investigations have shown that this 
side chain consists of a pyrrolidine ring {p. 213), in which the hydrogen 
atom attached to the nitrogen atom is replaced by a methyl group. 
The constitutional formula of nicotine Is therefore : 

H 

C H,C— CH, 

/\ I I 

HO C — — HC CH, 

II I \y 

HO CH N 

\/ I 

N CHy 
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The conrectnesB of this formula, put forward by A. FinDer,' on the 
basis of the decompoBitioQ products, was confirmed by ByDthesis by 
Am6 Pictet.' 

The nicotiDe from tobacco leaves is Itevo- rotatory. Pictet separ- 
ated his Bynthetical nicotine, by the crystallisation of the tartrate, 
into its two optical antipodeB, and showed that his synthetical Issvo- 
rotatory nicotine had exactly the same rotatory power, the same 
boiling point, and the Bame specific gravity as the natural nicotine, 
and that the two were identical in every way. 

Until quite recently it was believed that the tobacco plant, amongst 
all the plants known to os which contain poiSOnotiB alkaloids, was 
the only one which contained one single poisoa, but Pictet and 
Botschy* showed that besides nicotine at least three other alkaloids 
were present in tobacco, which were poisonous, and could be distilled 
without decomposition. This is a fact which must be taken mto 
consideration in any judgment upon the harmful action of smoking. 

Nicotine is extremely poisonous ; 4 milligrammes — i.e. about one- 
tenth of a drop — introduced into the stomach of a man produced 
severe symptoms of poisoning, giddiness, deafness, clonic spasms 
of (he whole body, disturbances of breathing, sleeplessness, etc. The 
symptoms of poisoning lasted three daye.' 

Dry tobacco leaves contain 1-8 per cent, of nicotine. Smoking 
does not produce the more severe symptoms of poisoning, the explana- 
tion of which is that the greater part of the nicotine is destroyed by 
burning. The greater part of the free alkaloid would volatilise before 
it was burnt. In the tobacco leaves it is present in combination 
with tartaric and malic acids. 

From a physiological point of view it is remarkable that the 
dextro-rotatory and Itevo -rotatory nicotine behave differently in the 
body. The lethal dose of Z-nicotine to guinea-pigs is half as great 
OS that of i-nicotine, and the toxic symptoms are different.' This 
reminds us of the different behaviour of diabetic patients to dextro- 
rotatory and Iebvo- rotatory sugar (p. 119), and of certain bacteria and 
moulds to d- and ^lactic acid, etc. (pp. 79 and 89). 

The family of the Solanacece, to which the tobacco plant belongs, 

' A. Pinner, Ber. d. d. chem. Oesellach. 1893, vol. iivi. p. 292 ; and 1694, 
vol. zzvii. p. lOdS. 

* A Pictet and P. Cr^pieui, ibid. 1895, vol. ixviii. p. 19(M. A. Piclet, ibid. 
1900, Tol. xuiii. p. 2365. A. Piotet and A. Botaohj, ibid. 1901, vol. xizvii. 
p. 122S. 

■ A. Pidlet and A. BotBohy, ibid. 1901, vol. xiiiv. p. 696. 

* C. D. Sohroff, Teat Booh of Pharmacology, 2nd ed. (Braumiiller ; Vienna, 
1862), p. 660. 

' A. Mayor, Ber. d. d. eh^m. OesellscJi. 1901, vol. xxxvii. p. 1334. 
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ia a very poisonouB one. To it belongs the belladoDDa, plant (Atropa 
belladonna), with its intensely poisonoue &lkaIoidB, atropine, hyos- 
cyamine, and belladonlne ; the mandragora, with ita stupefying poisons 
already known by the aDcients and used by them as a, hypnotic 
and as a charm, was the mandrake of the old (rerman people, 
to which many superstitions were attached ; further, the poisonous 
henbane {Eyoscyamtis niger), and the poisonone thorn-apple {Dattira 
stramonium), bolh of which contain the same poisons as belladonna. 
Even the potato (Solannm tuberosum), and the tomato {Solanum lyco- 
persicum), which serve as toodstufTs, contajn the poisonous glncoside 
Bolanine, which decomposes into sugar, and the poisonous alkaloid 
solanidine. The quantity of these in the potato tubers is generally 
very small, but occasionally rises, chiefly in young and in diseased 
tubers, to such a degree that severe, though non-fatal, wholesale 
poisoning in man has been recorded. 

Of the large number of poisonous alkaloids of this plant family 
atropine is the mos.t important, as it not only has an interesting phjmio- 
logical aotioa upon the nervous aystem, and is the most important 
drug used in the treatment of eye -diseases, but also because its synthesis 
has been accomplished, and its complicated structure made clear. 

Atropine, like all alkaloids which contain oxygen, is a solid at the 
ordinary temperature, cryBtallising in colonrlesB prisma. It dissolves 
in 300 parts of cold water, easily in alcohol, but less so in ether. It 
melts at 115° C, and is optically inactive. Together with atropine, 
in belladonna, henbane, and the thorn-apple, the isomeric alkaloid 
byosoyamine is found, which is optically active and Ice vo- rotatory. 
When heated to its melting point, 108-5° C, or by merely allowing 
it to stand in alcoholic solution containing a little caustic soda, it 
changes into atropine, the two bases being only stereoisomeric. 
[Atropine is in fact r22-hyo8cy amine.] 

Atropine, when boiled with baryta water, is decomposed, with 
absorption of water, into tropic acid and the base, tropine : 
C„H,3N0, + KjO - C^HioO, + CjH„NO 

Atropine. Troplo wild. TnH^ioe. 

If a solution of tropine and tropic acid in dilute hydrochloric 
acid be evaporated down, combination again occurs, with the loss of 
a molecule of water ; ' it therefore appears that they are combined in 
the form of an ester. Atropine is the tropic acid ester of tropine. 
Since both tropic acid and tropine can be prepared synthetically, so 
atropine can also be prepared by synthesis. 

' A.'Ladenburg, Liebig's Ann. d. Cham. 1S6S, toL oczvii. p. 63. 
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Tropic acid, a compooDd soluble in water and cryBtallising in 
fine wbite needles, is a ^-oxypropionio ooid (p. 75), in which a 
hydrogen atom in the n-poaltion is replaced by a phenyl group : 

CH,OH Ctt,OH 

CH, H — C — C^H, 

COOH COOH 

p-oiypropionic acW or o-pheoyl-p-oi jproploulo Kid 



Tropic acid contains an asymmetric carbon atom, and is therefore 
capable of exiatence in three modifications as d-, l-, and i- tropic 
acid. Ladenburg and Eiigheimer ' have synthesised tropic acid and 
determined its conatitution. 

Tropine crystallises in plates, which are easily soluble in water 
and alcohol, melting at 62° C. and boiling without decomposition at 
229° C. The investigation of the constitution of tropine has recently 
been carried out by Richard Willstatter,* who finally succeeded in 
synthesising it. According to these investigations the constitution of 
tropine is the following : Tropine is a tertiary base (pp. 37 and 215), 
and at the same time a secondary alcohol, the hydrosyl group being 
attached to a closed heptamethylene ring, and the nitrogen-oon- 
taining group forming a ' bridge ' in this ring : 




The assumption of a ' nitrogen bridge ' explains the facta that 
from tropine, although it contains only one nitrogen atom, under 
different conditions, sometimes a pyrrolidine ring (p. 213), sometimes 
a piperidine ring (p. 215), is split off. On account of its hydrosyl 
group, tropine can combine with aoida, with the elimination of water, 

' A. Ladenburg and L. Riigheimer, Bcr. d. d. cJiem. Oesellseh. 1880, vol, xiii. 
pp. 373 and 2041. 

' B. WiUstiitter, ibid. 1901, toI. iiiiv, p. 3163 ; Liebig's Atun. d. Chem. 190J, 
vol. cocivii. p. 301, and m03, vol. cccxivi. p. 1. 
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to form esters, and the following formula of atropine shows that it ic 
the tropic acid ester of tropins : 

H,C CH, 

1 I 

HC — N— CH 

I InA 

ECjC CH, 

CH 



I 
CO 

I 

H — — C,H, 
t 
CHjOH 

Atropine haa beautiful colour reactions, by which it can be dis- 
tinguished from other alkaloids. If a crystal of an atropine salt 
be dissolved in fuming nitric acid, and the solution be evaporated 
to dryness and allowed to cool, and then a drop of alcoholic 
potash added, a beautiful violet colour appears (Vitali's reaction). 

Atropine is a so-called mydriatic — i.e. it paralyses the nerve- 
endings in the sphincter pupillee and in the ciliary muscle. Tropine 
has not this action, but its esters with aromatic acids, other than 
tropic acid, have, as was first shown by Eudolt Buchheim,^ who 
found that the benzoic acid ester of tropine was a mydriatic. Later, 
many experiments were made to prepare artificial esters of tropine, 
the so-called tropeines, in the hope that one of them would offer 
advantages over atropine. The homologues of tropic acid were 
first thought of, and homatropine, the tropine ester of the bomo- 
logue of tropic acid — namely, mandelic acid— has actually been 
adopted iq ophthalmic practice : 

CH,OH CH.OH 

I I 

COOH CH, 

Oiyaostio soi.l I 

or Bljmlllc Boid. ' 

COOH 

^-oxntroplonic Bclil oi b;d[Bcr}'lic ncid. 

OH CH,OH 

I I 

H — C — C.H. H — — CgH, 

I I 

COOH COOH 

PtiEnylgljcoUio ncid Phenyl hydniorjUc sold 

or muDdetlcacid. or tnp[D uid. 

' E. Buchhaim, Arch./, ex^er. Palhol. u. Fharmahol. 1876, toL t. p. 4fi3. 
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From the above formulft it Is seen that mandetic acid is a 
homologue of tropic acid, and, therefore, the tropine ester of maDdelic 
acid has been called homatropine. Tbe mydriatic action of hom- 
atropioe takes place sooner, and disappears more quickly, than that 
of atropine, and, consequently, bomatropine is preferred to atropine 
as a mydriatic for diagnostic purposes. 

Cocaine, one of tbe poisonous alkaloids of the leaves of 
Erythroxylon coca, is similarly constituted to atropine, and it bas 
in recent years found extended use as a local aniesthetic. It is also 
a derivative of tropine. If cocaine be beated vrith bydrochloric acid, 
it is decomposed, with the absorption of two molecules of water, 
into benzoic acid, methyl alcohol, and ecgonine, a carbosyUc acid of 
tropine : 

. . H-C —. CH, H,C ^ CH, . 

t I II 



HC — N- 



in J 



I 

CH, 



H,C CH, HjC CH — COOH 



CHOH CHOH 

TrDj^ne. Ec^niDe. 

Cocaine can be again built up from ecgonine by benzoylation and 
methylation : 




Both ecgonine and cocaine have been synthetically prepared 

from tropine,' but so far tbe synthetic cocaine has not been separated 
into its optical antipodes. Natural cocaine is lievo-rotatory. 

The chemical constitution of the remaining practically important 

' Mote exact reasons for the foundation of the above formulffi, and on the 
synthoBis of cocaine, are founil in the papers by II, WillstStter and W. Miiller, 
Ber. d. d. chem. Oeielhch. 1896. vol. sssi. p. 2655 ; and R, WillBtitter and 
A. Bode, ibid. IBOO, vol. iiiiii. p. 411, untl 1901, vol. iisiv. p. 1457; find Liebig'i 
Ann. d. Gitem. 1903, vol. cocxivi. p. 42. 

« 3 
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alkaloids baa not yet been exactly determiaed. From qainiDe bark 
twenty-four different alkaloids have already been isolated. Of these, 
quinine is extensively used on accoaat of its specific action in 
malaria, Quinine has a more complicated structure than any of the 
above-described alkaloids; its empirical formula is CjoHj^N^Oj; it 
possesses two nitrogen -containing rings, and is a diacid base ; its 
constitution, in spite of many investigations, has not yet been 
definitely ascertained.' It is soluble with dit&cuUy in water, and 
the dilute solutions of its acid salts show a beautiful blue fiuores- 
cence. This, and the following colour reaction, serve to differentiate 
quinine from other alkaloids ; if chlorine water be added to a solution 
of a quinine salt and then ammonia, the eolation becomes gross- 
green in colour. 

The poppy is very rich in alkaloids ; the dried milky juice of 
half-ripe poppy capsules is the so-called opium, from which twenty 
different alkaloids have been isolated, of which morphine is prootically 
the most Important. This has the empirical composition GirHigNOj, 
and is a monacid tertiary base. Its constitution is not as yet definitely 
determined, but investigations have now come very near to its 
solution.^ 

Morphine is characterised by the following colour reactions: If 
a solution of morphine in concentrated sulphuric acid be heated to 
100° C, and when cooled a drop of nitric acid be added, an Intense 
blood-red colour will be observed ; if a, crystal of a morphine salt 
be covered with a dilute solution of ferric chloride, a transitory blue 
colour appears. 

If morphine be heated vrith concentrated hydrochloric acid to 
140° C, or with dilute sulphuric acid to the same temperature, it loses 
a molecule of water and passes into an amorphous alkaloid, which 
has quite other physiological properties than morphine ; in particular, 
it is no longer a narcotic. This alkaloid is called apomorphine ; its 
most striking action is the unfailing production of vomiting when 
small quantities are subcutaneously injected ; this has led to its 
practical use. The changes which occur in tbe constitution of 
morphine in its conversion into apomorphine were little investigated 

' The most receat woik on tbe constitution ot quinine is by W. EdnigE, Jcrum. 
f.prakt. Chem. 1900, vol. Isi. p. 146; Zd. H, Skraup, Monatshefle f. Chem. 1900, 
vol. isi. pp. 612, 535, 679, and 1903, yoL xxiv. pp. 291, 311, and 669. 

' The most recent papers, in whicb the older literature is cited, are by 
E .Vongerichten, Ber. d. d. chem. Gesellsch. 1900, vol. iJsiii. p. 352 ; B. Pechorr 
and 0. Sanmleanu, ibid. 1900, vol. iiiiii. p, 1810; L. Kuorr, ibid. 1908, 
vol. xiivi. p. 3074, and 1904, vol. izziii. p. 8194. 
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until recent times, and only a few years ago B. Psoliorr ' and his 
papils successtully took up this toxieologioally interesting question. 

A serieB of very poisonoua alkaloids are found la the varieties 
of Strychnos. The moat important are strychnine, brucine, and the 
alkaloids of the American arrow poison, curare. Certain alkaloids 
in curare paralyse the nerve-endings in the skeletal muscle, and it is 
therefore much used in physiological experiments. B. Boehm ' has 
succeeded in isolating these alkaloids from the varieties of curare 
which come into the market, and in carrying out their elementary 
analysis ; but at present it has not been possible to crystallise these 
alkeJoids, or their salts. 

Brucine and strychnine, as also their salts, have been obtained in 
a crystalline state and studied in detail, but their constitution as yet 
has not been made quite clear ; of recent times the moat thorough 
investigations have been carried out byJ. Tafel.* Strychnine has 
the composition CjiHjjNjOj, brucine CaaHjgNjOj ; they are both 
tertiary bases, but, in spite of their two nitrogen atoms, they are only 
monacid bases. It is supposed that brucine is the dimethoxy-de- 
rivative of strychnine. On fusion with potash, quinoline and indole 
are obtained from strychnine, and on heating with lime, ^-piooline ; 
brucine yields, when fused with potash, homologues of pyridine. 

The close relationship of the two bases is also shown by their 
action on the animal body ; strychnine is an intense poison, raising 
the reflex irritabiUty, and causing thereby tetanic spasms ; brucine 
acts in a similar way, but is less poisonous. 

Strychnine can be recognised without fail by the following colour 
reaction : A few crystals of strychnine are placed in a porcelain 
basin, a few crystals of potassium obromate are added, and then a 
few drops of concentrated sulphuric acid ; when these substances are 
mixed together with a glass rod dark violet streaks appear wherever 
they come in contact, which, however, soon disappear. Brucine 
does not give this reaction, but it is coloured red by concentrated nitric 
acid, and on the addition of zinc chloride the colour changes to 
violet. 

' B. Pschorr, Ber. d. d. chem. Oeseilaek. 1902, vol. iiiv. p. 4377. 

» B. Boehm, Beiir. e. Physiol, for Ludwig's aeventietli biithdaj, 1866, p. 173. 
AbJumdl. d. math. phys. CI. d. k. S&chs. Gesellsch. d. W. ev, Leipeig. 189S, vol. ixii. 
p. 199, and 1S97, vol. ixiv. p. 1. 

' J. Tafel, Liebig's Ann. d. Chem. 1891, vol. ooliiv. p. 33 ; 1892, vol. coliviii. 
p. 229 ; 1891, vol. ccci. p. 285; 1898, vol. ccoiv. p. 26; Ber. d. d. chem. OeseUtch. 
1893, vol. xzvi. p. 333. 
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LECTUBE XVII 

THE PBOTEIHS 

The moat difficult a.nd most compliGH,ted, but at the same time the 
most important branch physiologically of the whole o£ organic 
chemistry, is the chemistry of the proteins. 

Protein makes up the chief constituent of every animal and 
vegetable cell, and forms the most indispensable constituent of our 
food. The proteins which occur in the various tissues possess, amongst 
themselves, very great physical and chemical differences, and the 
qaestioQS may be asked : What have the proteins in common with one 
another ? Why do they differ from all the substances which we do 
not designate as proteins ? "What ia the meaning of the term protein ? 

All proteins are organic compounds containing nitrogen, and 
generally sulphur, with the similar percentage composition of 

C 51-55 per cent. 
H 7 „ 

N 16-17 „ 
8 0-4-2-5 „ 
O 20-30 

[The term protein, as recommended by the Chemical and Physio- 
logical Societies of Great Britain,' comprises the following sub- 
classes : 

1. Protamines, e.g. substances such as salmine, sturine, which 

have been obtained from hsh-sperm. 

2. Histones, e.g. more complex substances, such as the histone 

from blood corpuscles : they are distinguished by being 
precipitated by ammonia. This and the previous clasa 
probably pass gradually into one another, 

3. Albumins, e.g. egg albumin in egg white, serum albumin in 

blood. 
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4. Globulins, e.g. semm-globulin Eind fibrinogen in blood. Its 

derivative fibrin, and the myosin of mnscle, are also inclnded 
in this sub-class. 

5. Scleroproteins (formerly albuminoids), e.g. gelatm, keratin 

(horn, nails, etc.). 

6. Phosphoproteina (formerly nnoleoalbumins), e.g. caaeinogen, 

and its derivative casein, in milk; vitellin in the yolk of 
egga. 

7. Conjugated proteins : 

a. Nucleoproteins, combinations of "protein with nucleic 

acids. 

b. GlucoproteinB, e.g. mucin, combinations of protein with 

carbohydrates. 

c. Ghromoproteins, e.g. hffimogtobin, combinations of pro- 

tein with chromogenic compounds. 

8. Derivatives of proteins. The products of protein hydrolysis : 

a. Metaproteins, the most complex. 

b. Proteoses, less complex than a. 

c. Peptones, less complex than b. 

d. Polypeptides : the majority are synthetical substances : 

a few have been obtained from the proteins. They 
consist of combinations of two or more smino-acids 
the elements of the protein molecule.] 

The soluble proteins again have the common properby that they 
never occur in the state of actual solution. They are colloids,' 
i.e. their apparent solutions do not diffuse through colloidal mem- 
branes. These colloidal solutions are optically active, rotating the 
plane of polarisation to the left. 

Some of the soluble proteins have another common property ; 
they occur in two different modifications, in an apparently dissolved, 
and in a coagulated state. The conditions under which they pass 
from one modification to another are different for the different 
examples, and serve, so long as we do not know the constitution 
of individual proteins, as a preliminary method of differentiating 
between them. Some proteins are kept in solution by water alone ; 
these are called albumins ; some require for their solution the 
presence of a small quantity of a neutral alkali salt, e.g. sodium 
chloride : these are called glohulins. Both these kinds of protein 

■ A lummar; of Ibe latest iuveetigatioDa upon tba iiiiture of the oolla[dal state, 
especially by means of the ulttamicroeoope, is given by B. Zsigmondy, On Colloida 
(Fischer : Jena, 1905). 
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occui together ic blood Bemm and in the white of hens' eggs. If 
such a solution of protein be pnt into a dialyaer, the sodium chloride 
diffuses out and the globulins separate as a flocculent coagulum, 
whereas the albnmins remain in solution. 

There are other proteins which are not kept in solution by neutral 
salts ; they require bases for their solution. To this class belongs 
caseinogen, which forms the greater part of the proteins of milk ; if 
the alkaline milk be treated with acetic acid until it is of a distinctly 
acid reaction, the caseinogen is precipitated in flakes, whereas the 
albumin and globulm of the milk remain in solution. When the 
neutral sugar of the milk is decomposed by bacterial ferment^ition 
into lactic acid, the caseinogen, or cheese, is precipitated as a coherent 
gelatinous mass. [Caseinogen contains 1 per cent, phosphorus, and 
hence is placed in the class of phosphoproteins.] 

Many proteins of the living tissues have such a great tendency 
to pass into the coagulated condition that they coagulate as soon as 
the life of the tissue is extinguished ; upon this depends the coagula- 
tion of blood and the rigor mortis of muscle. 

All the albnmius and globulins are coagulated (i.e. converted into a 
f occulent coagulum) at the boiling point, in neutral or slightly acid 
solution, in the presence of alkali salts; they are also coagulated 
by alcohol ; these coagula are again soluble in dilute caustic alkali. 

Certain proteins are known in a third modification, i.e. in the 
crystalline state ; but it is never the pure protein which crystallises, 
but a compound of it with inorganic salts. Pure protein never 
occurs in nature ; when converted into ash, a residue containing 
calcium, magnesium, or potassium is always left behind ; ash-free pro- 
tein lias only been obtained artificially. Proteins have both acid and 
basic properties, corresponding to the amino-acids (p. 60) which consti- 
tute the greater portion of their hydrolytic decomposition products ; it 
is therefore not extraordinary that protein, which meets with inorganic 
bases everywhere in the tissues, is always combined with them. This 
circumstance enables us to estimate the minimal size of a protein 
molecule from the quantity of metal of known atomic weight com- 
bined with it ; there ia as yet no other certain method. Proteins are 
not only not volatile vrithout decomposition, but they cannot even be 
melted without decomposition, for they begin to char on heating 
before the evolution of gas. In animal and plant tissues only masses 
of incompletely formed crystals of protein have been found, the 
so-called crystalloids, or aleurone grains ; they occur in the seeds and 
tubers of certain plants, and in the egg-yolks of many animals ; by 
the recrystallisation of these crystalloids, the potassium and mag- 
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Q oomponndB of the proteiua have been obtainecl in completely 
formed crystals. The globulin and albumin of blood serum and of 
egg-wMte have also been sncoesfnlly crystallised, and the oompound 
of a protein with an bon oompotmd, hnmatin, which forms hteino- 
globin the red colouring matter of the blood, can be easily orystal- 
-liaed. This colouring matter constitutes about 15 per cent, of the 
weight of the total blood, and the greater portion — about 60 per cent. 
— of the dry enhstanoe of the red blood corpuBclee ; blood therefore 
furnishes a convenient and easily aocessible material for the pr^iara- 
tion of a oryetalhne protein. The empirical formula of hiematin is 
CssHsjNi04Fe, and from the content in iron of hemoglobin the 
empirical formula of the hemoglobin molecule can be calculated; 
the minimal size of this molecule is obtained if we assume that the 
molecule contains only one atom of iron. Elementary analysis of 
the h»moglobin of dog's blood gave 

C 53-91 per cent. 
H 6-62 
N 15-98 
S 0-542 
Fe 0-888 
22-62 

from which (he molecular formula can be calculated : 

C7(8H:,«BN,„S,FeO„,. 

If we deduct from this formula the molecule of hEematin, the 
molecular formula of protein is : 

C,a6H,i7,Ni9iSjOju. 

The calculation is not quite exact, as the decomposition of luemo- 
globin into hiematin and protein tabes place with absorption of 
water. If the molecule of haemoglobin contains more than one 
atom of iron, the formula must be multiplied. Htemoglobin, there- 
fore, at any rate, oontains 758 atoms of carbon. "With regard to the 
protein, it is conceivable that one molecule of hfematin combines with 
three molecules of protein, each of which contains one atom of 
sulphur, and the molecular weight might be three times smaller than 
that calculated ; but this is not probable, since Ihe molecular weight 
of protein calculated from the above formula corresponds exactly 
with the molecular weight of protein which is calculated from the 
lowering of the freezing point. According to the above formula, the 
molecular weight is 16,122. From the lowering of the freezing 
point which water undergoes when egg albumin is dissolved in it. 
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fignxea are obtaihed whioh give it a moleoulEir weight varying 
between 13,000 and 14,000. 

These data are sufficient to give an idea of the size of the protein 
molebnle ; but regarding the figoreB only, it might seem doubtful 
whether we shall ever obtain an insight into its oonstitntion. 
What induces us not to ^ve up hope of disoovering the consti- 
tution of protein is the faot that the protein molecule, without 
the use of energetic chemical and physical agents, and vrithout 
radical change, but by simple hydrolysis alone, breaks down into & 
number of simple molecules, none of Which, so far as we know 
at present, contain more than twelve atoms of carbon, and almost 
all of whioh have been already synthetically prepared. Thia 
hydrolysis can be effected both by ferments, as well ae by boiling 
with dilute acids, and with bases, the products of decomposition 
being practically the same by the three methods. This is in favour 
of the presence of pre-forroed radicals, or groups, in the protein 
molecule, and not of groups which have arisen by more violent 
decomposition , 

The following compounds, almost all of which have been already 
referred to, have been obtained by the hydrolysis of proteins : 

1. Amino-aoetio- acid, glycine, or glycocoll : 

oh;(Nb;,)Cooh. 

2. Diamino-acetic aoid: 

0H(NH:,),C00H. 

8. a-aminopropiordo acid or alanine : 

CH,.CH(NH,)COOH. 
' 4. u- amino -jS-oxypropionic acid or serine: 

CH,OH.CH(NH,)COOH. 
6. ii-amino-;3-(hio- propionic aoid or cysteine : 

CHjSH.CH(NH,)C0OH. 

6. a-amino-iaovaleriaaio aoid [or valine] : 

\ch — ch(nh,)cooh. 
oh/ 

7. 8-gaanidine-a- amino vaJerianio acid or arginine ; 
,NH, 

^NH — CH, — CH, — CH, — CH(NEy COOH. 
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6. a-ammo-isobntylooetio acid or leucine : 

>CH — CH, — CH(NH,)COOH. 
CH/ 

9. [n-aminotnethjlethylpropionio acid or] iaoleacine : 

>CH — 0H(NH,)COOH. 

10. n'F-diaminocaproic acid or lynine : 

Ca,(MH,)CHj — CH, — CH, — CH(NHj)COOH. 

11. [Iraidazole-a-amifiopropionic acid or] histidine : 

NH — CH 
CH-C/ 

13, Diaininotrioxydodeeanio acid ; 

18. Amiaosaccinic acid or aBpartio acid : 

COOH — CH(NH5) — CHj — COOH. 

14. R-aminoglutario acid or glutamic acid : 

COOH — CH(NH,) — CH, — CH, — COOH. 
16. a-pyrrolidine oarboiylio acid or n-proline : 
CH.— CH, 
I I 

OH, CH — COOH. 



NH 

16. Osy-a'ppTolidine carboxylic acid or ox; -a- proline 

CjH,NO,. 

17. ,6-plienyl-a-aminopropionic acid or plienylolanine : 



J— CH, — CH(NH,)COOH. 
18. jj-osy-phenyl-a-aminopropionio acid or tyroaine : 



-0- 



CH, — GH{NH,)COOH. 
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9. Indole-a-Miiinopropionic acid or tryptophane : 

The majority of these deoomposition products are contained in all 
proteins so far as they have hitherto been examined, but in very 
varying proportions. Id order to carry out comparative investiga- 
tions it is necessary to start from material aa pure as possible, such as 
crystalline protein, and to determine quantitatively and without loss, 
the decomposition products iu a crystalline state. The first of such 
experiments waa carried out in Bunge's laboratory by Pr. Proscher,' 
who started from such compounds which could be most easily 
obtained in large quantities — e.g. hiemoglobin. Half of the carbon of 
the hemoglobin was obtained in the form of crystalline and weighed 
products. The complete separation of the decomposition products by 
precipitation and fractional crystallisation is extremely difficult, and 
consequently Emil Fischer and his pupils ^ determined to use another 
method. They prepared the ethyl esters of the amino-a(dds, and 
separated them by fractional distillation m vacuo. This method also 
is not exactly quantitative, but it gives comparative values ; some of 
the results are given in the following table : 

100 Grammes Protein yielded 





OlobiD troDi 


A.lljumlii 






FrotsUiIroin 




i globi- 


GlobaUn 


OMdnogen 


-™J^ 


GlfoocoU 


_ 


_ 


8-B2 


_ 


3-8 


Alanine . 


419 


2-66 


2-23 


0-9 


8-6 


Leuoine . 


. 29-04 


20-00 


18-70 


10-6 


20-9 




. i 2-34 


1-04 


2-76 


31 


1-7 


Phl^jhjinine 


424 


3-OB 


3-64 


8-2 


2-4 


Glutamio acid 


. : 1-73 


I-S2 


220 


10-7 


6-3 


Aspartic acid 


<-43 


8-12 


2-54 


1-2 


4-6 


Cystine . 


. , 0-31 


a-3 


0-67 


0-065 


0-25 


S^e . 


0-56 


0-6 




0-23 


033 


Oiy.o-ptoline 


104 






0-26 


2-0 


Tjioaine. 


133 






4-6 


213 


Lyaine . 


4-28 






6-80 


2-0 


HiBtidine 


10-96 






259 


1-0 


Arginine . 


. , 6-42 






4-84 


11-7 




. ; Present 


Present 


Present 


l-S 


Present 



I Fr. Proaclier, Z. f. pkysiol. Ch^m. 1899, vol- ixvii. p. 114. 

' E. Fischer, ibid. 1901, vol. raiii. p. 151 ; 1903, vol. usii. p. 155 ; E. Abdei- 
halden, ibid. 1903, vol. xxzvii. pp. 484, 495, 499 ; E. Fisoher and E. Abder- 
balden, 1903, vol. mix. p. 81 ; 1903, vol. xl. p. 215. 
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This table shows that the greater tmmber of the decomposition 
products of the various proteins are common to all, but that their 
proportional quantity ia very different. Further, in these experiments 
of Fischer's the whole weight of protein has not yet been recovergd in 
the form of its decomposition products. In the case of bffimoglobin, 
in the decomposition' of which least loss occurred, the sum of the 
decomposition products only reaches 6987 per cent, of the weight of 
the protein, and even then the weight of the water taken up in the 
process must be deducted. The loss is partially explained by the fact 
that the methods of isolation are not yet perfect, and that in the puri- 
fication of each decomposition product great loss is unavoidable ; the 
loss can be partially explained by our not yet knowing all the hydro- 
lytic decomposition products of the protons. We should not, there- 
fore, rest until we know all the products, and until we have again 
found in them all the carbon, all the nitrogen, and all the sulphur of 
the original protein molecule. Such a result would be the founda- 
tion of a larger physiological chemistry. 

The scleroproteins, or albuminoids, comprise (1) the chief con- 
stituents of connective tissue, bone and cartilage, gluten or collagen, 
which yield gelatin ; (2) the chief constituent of elastic tissue, 
elastin ; and (3) the chief constituent of homy tissue, keratin, 
epidermis, hair, nails, hoofs, feathers, etc Hence the name sclero- 
protein. In common with the other proteins, they contain nitrogen 
and sulphur. The gelatin-yielding substances are colloids, and con- 
sequently also exist in two modifications — the apparently dissolved 
but not diffusible, and the insoluble or coagulated. The conditions, 
however, under which they are changed from one modification into 
the other are different. The gelatin -yielding substance of connective 
tissue and bone— the latter after previous extraction of the lime salts 
with hydrochloric acid — dissolves in water at the boiling point and 
more quickly at a higher temperature, and under a higher pressure. 
The solutions are called gelatin ; on cooling, the gelatin solution sets 
to a solid. 

The percentage composition of gelatin differs slightly from that of 
the other proteins ; it is somewhat poorer in carbon and richer in 
oxygen. Gelatin is a product of the commencing decomposition, and 
oxidation, of proteins in the animal body. The food of the herbivora 
and the suckling mammal contains no gelatin, and in the organism, 
therefore, all the gelatin -giving substances are formed from their 
proteins, in which process a separation of cei'tain radicals richer in 
carbon takes place, especially of tyrosine and the indole derivatives, 
which are not found amongst the hydrolytlo decomposition products 
of gelatin. 
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Elaetin and keratin differ from the gelatin-yielding BubatanceB of 
connective tiseue and bone, i.e. from gluten or collagen, by containing 
a BDiEtll qoantity of tyrosine. Keratin is further distinguished by its 
atrikiugly great content in sulphur, up to 5 per cent. 

The following table contains the quantities of the hydiolytio 
decomposition prodncts obtained from gelatin,' horn,' elastin,^ 
together with those obtained from coseinogen, from which these three 
substances are formed in the suckling mammal : 

100 Grammes Substance yielded 



- 






Q^Un 


Horn 


Blutln 


Glyooodl . 

Alpine . 
Leucine . 
Proline . 
Phenylalanine 
Glatamio aaid 
Aapartio acid 

Valine '. 
Serine . 
Tyrosine . 
Oiyproline 
Lyaine . 
Alanine . 
Hiatidine . 
Tryptophane 

dodecanio ac^d 


1 





0-9 

. 1 3-1 

. ; 3-2 

10-7 

1-2 

0-06S 

10 

0-23 

4-6 

. 1 0-25 

. ' 6-80 

.1 4-84 

2-59 

1-6 

0-75 


16-6 
0-8 
21 
6-2 
0-4 
0-88 
0-56 

30 

2-75 
7-62 
0-40 


0-34 
1-20 

ie-30 

3-60 
800 
300 

2-50 

5-70 
0-68 

225 


26-75 

6-68 
21-38 
1-74 
3-89 
0-76 

10 

0-34 ■ 

0-3 



From this table of compositions, it is seen what great changes and 
alterations, in the quantities of the radicals Inside the protein molecule, 
have occurred in the tissues. 

[Not only has Emil Fischer discovered a new method for 
separating and determining the quantities of the various amino-acids, 
as they are obtained by the hydrolysis of proteins, but also he has 
made enormous strides in their synthesis. The most probable 
manner in which the amino-acids, the ultimate constituents of the 
proteins, are combined together, is in the form of acid-amides, such 
as hippuric acid (p. 178) : 

CeH^CO — NH.CHj.COOH. 
If in the place of the benzoyl radical another glycine radical, called 
' E. Fischer, P. A Levene, and R. H. Aders, B. f. physiol. Chem. 1902, voL 
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glycyl, NHi-CHj.CO, be subsiituted, we obtain a oompoQncI oontain- 
ing two amiuo-aoids — namely, glycylglycina : 

Na,.Ca,.CO — NH.CHj.COOH. 

This is the simplest representative of the polypeptides, as Fischer 
has termed these combinations of amino-acids. Ck)iitinuing the 
process of substituting more glycyl radicals, we obtain glyoylglycyl- 
glycine, or diglycylglycine, glycylglyoyiglycylglycine, or triglycyl- 



NH,.OH,.CO — NH.CH,.CO — NH.CH,.CO — NH.0H,.COOH 

OMglyojlglyolM. 

and the chain can be lengthened to an infinite extent. 

If we substitute other amino-dcid radicals, e.g. alanyl, leucyl, 
tyrosyl, etc., in place of glycyl, and in various orders, we can obtain 
compounds such as alanylleucylglycine, glyoylleuoylalanine, tyrosyl- 
leuoylalanylglyoine, etc. 

Nearly one hundred different polypeptides have already been 
prepared, the most complex being an octadeca-peptJde, with eighteen 
amino-acid radicals joined together, and with a molecular weight of 
1213. 

It is in this way that the synthesis of proteins is now being 
carried out; there is a great difficulty in determining the order in 
which the amino-acids should be coupled together; and, further, all 
the proteins contain different amounts of the individual amino-acids 
(see tables). The number of permutations and combinations of twenty 
different amino-acids, taken 1, 2, 3, 4, etc. at a time, is enormous, and 
the problem looks as if it could never be solved ; but there are two 
methods by which certain combinations only can be proved to occur 
in the protein molecule : (1) The action of ferments upon the poly- 
peptides — some are attacked, some are not; (2J the isolation of 
complexes of amino-acids from the proteins. Both these methods 
have been frequently used, and the latter has only been successful 
since the properties of the individual synthetical polypeptides were 
studied. By carrying out the two prooesaes of analysis and synthesis 
side by side a protein will, no doubt, ultimately be synthesised. 

Another point to be particularly noticed is the optical activity of 
all the amino-acids, which has to be borne in mind in the process of 
synthesis.' 
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The rosTilt of the work on the chemietry of the pioteinB leads us 
to the ooQclusioD that a protein molecule consiets of & combination 
together of variona amino-acids. We oan Ima^e a child's bos of 
bricks which is completely filled with bricks of VEirious sizes accu- 
rately fitting together, from which smaller oi larger portions can be 
taken away en bloc : four or five together, or even a whole layer. 
These portions again are i^so formed of the same irregnlar-sized 
bricks, also accurately fitting together, and can be still further 
divided into twos or threes, etc. The ultimate entity of each pf these 
portions will correspond to an amino-acid in the complex protein 
molecule, which is represented by the entire bos of bricks.] 

Ad exact description of all the individual proteins, as well as 
their eomponnds with other organio substances, e.g. haemoglobin, 
the nucleoproteina, the glycoproteins or mucins, belongs to physio- 
logical chemistry. The interest in these ooDapounds grows in the 
study of the physiological functions in which they play a part 

The ferments, or enzymed, so often mentioned, probably belong to 
the group of the proteins. Many attempts have been made to isolate 
fermente from animal tissues and secretions, but only precipitates of 
protein have been obtained which still retained the ferment action, and 
it wae thought that these precipitates were either the ferments them- 
selves, or that they, on account of their protein-like properties, could 
not be separated from the proteins. An analogy between ferments 
and the proteins oonsiste in the fact that fmnent-oontaining solutions 
lose their activity on boiling. The albumins and globulins on boiling 
also lose their properties ; they coagulate and alter their solubilities. . 

The chief difSculty in the isolation of ferments is that the ferment- 
containing precipitates become mote inactive the more one tries to 
purify them, and Kencki, on this account, termed the fermente ' labile 
proteins,' considering that the ferment action was stopped by a 
rearrangement inside certain of the groups of the protein molecule. 

Probably the poisonous metabolic products of pathogenic micro- 
organisms belong to the group of labile proteins ; they have not yet 
been separated from protein, and consequently are called tosalbumins. 
Experiments made to isolate them have met with the further difficulty 
that the quantity of toxalbumin in all tissues and fluids is always 
extremely small. The toxalbumins are the deadliest poisons we 

Fischer and his School on the Chemisby of the Protaina,' b; B. H. Adeis 
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know. Yaill&rd and Vincent ' grew the tetanua-bacillaa in bouilloB, 
&nd then filtered the bouillon through a, olny filter. The booteria- 
free filtrate contained only 0025 gramme organic matter in a onbic 
centimetre, and of this organic matter only a Bmall portion could be 
the poison; yet a cubic centimetre of this filtrate would have 
sufficed to kilt a thousand guinea-pigs, or 100,000 mice. 

These conditions show- how great are the difficulties in the study 
of the proteins and ferments. Unfortunately the most distinguished 
investigatoni do not take up the subject, and the observation has 
often been made that the less a physiologist knows about chemistry, 
the greater is his inclination to work at the most difficult chemical 
subjects — the proteins and ferments. If even these subjects are not 
sufficiently obscure to him, he can study the phenomena of coagula- 
tion : we may suppose that in the coagulations in the tissues several 
proteins combine together. He feels perhaps most at home in the 
still more obscure subject of the pathology of coagulation, and of 
the ferments ; it is good to fish in the dark I These authors have 
built up a literature which no one can become master of, and which 
is only a drag and a brake to science. The real chemist, however, 
does not easily take up the subject of the proteins. ' When a 
- molecule contains more than 60 atoms of carbon,' a distinguished 
organic chemist was heard to say, ' than I will leave the investigation 
of that subject to others.' 

In 1695 Adolph Baeyer, one of the greatest authorities in the 
realm of organic chemistry, said, in greeting a Medical Congress in 
Munich : ' As yet, there is no possibiHty of determining the nature of 
protein within a conceivable time. What shall we chemists do 
under these conditions ? Shall we investigate subjects where 
solution seems very improbable, or shall we devote our energies to 
those subjecta from which we are certain of reaping a rich, it even a 
modest, harvest ? I believe that the latter is to be preferred. We, 
the representatives of pure science, continue to labour, nothing 
daunted, at the visible margin of an already conquered region, and 
look aloft with wonder at the results of modern medicine ; though 
we cannot follow your keen flight with understanding, we wish 
success to yonr efforts, which bring blessings to mankind.' 

It is therefore very gratifying that more recently Bmil Fischer, 
another of the greatest authorities on organic chemistry, and a pupil 

■ Ii. Tailliuid and H. Tineent, Arm. <2e I'Inat. PaaUar, 1691, vol. v. p. 15. 

B 

n,g,i,7cd by Google 



■242 OBGAHIC CHEMISTRY FOR MEDICAL STDDENTS 

of Baeyer'B, has devoted hie entire ener^es to the study of the 
proteins. He has already brought light into the chemistry of the 
BOgara and pnrines, jast as Chevreul (1786-1889) did into the 
chemistry of the fats, and he will no doubt complete our knowledge 
of that tiiurd group of sabBtaQoea, which play the chief rOte in the 
prooesBes of life. May he reach the age of Gheyreul in unabated 
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In order that tlie student majr oomprehead the ordiniuj methods used in 
organic chemistry, to which frequent reference has been made in the fore- 
going pages, B. ahort description of those several methods, in most constant 
use, is here ^ven. 

I. Becognitwn of an Organic Oom^xmnd. 

(a) Detectiok of Carbon and Hydrogen. — 'Whether an organic compound 
be gaseous, liqnid, or solid, it generally contaios both carbon and by ^gen. 
On heating such a solid compound in a dry test tube it will char, and 
drops of water will condense on the cooler parts of the tube ; at the same 
lime carbon dioxide will be given off, which can be detected by passing the 
gas into lime or baryta water, 

The solid substance may, however, volatilise nnchanged without charring, 
and, therefore, it is necessary to mix a little with finely powdered copper 
oxide and again heat. In the presence of copper oxide the substance will be 
decomposed, and will be oiidised to carbon dioxide and water, which can be 
detected as before. 

Gaseous or Uquid substances are burnt in a closed vessel, or the vapour 
evolved from a liquid passed over red-hot copper oxide, and (hen into lime or 
baryta water. 

(b) Detection of Nitrogen. — The detection of nitrogen in an organic 
compound is carried out by one of two methods : 

(i.) A small portion of the substance is thoroughly mixed with soda-lime, 
placed in a test-tube, and covered over with a thin layer of soda-lime. On 
heating the test-tube strongly ammonia may be evolved, which can be detected 
by smell, or by moistened red litmoa paper. 

(ii,) Lassaigne's test : A small portion of the substance is heated to red- 
ness with metallic sodium or potassium. Sodium or potassium cyanide is 
formed, which is detected by converting it into the ferrocyanide by boUing 
with ferrous sulphate in alkaline solution. The presenoe of ferrocyanide is 
then determined, by acidifying and adding a ferric salt, when a precipitate of 
Prussian blue is obtained. 

This second method is the one usually employed ; the first method does 
not always succeed, since all nitrogenous compounds do not give oS ammonia 
when heated with soda-lime. 

(o) Detection of Chlorine, Bromide, Iodine, — Halogens in an organic 
compound cannot be detected in the same way as in an inorganic salt, since 
they do not, ea a mle, react with silver nitrate. Some halogen-containing 
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organic oompooada inve a green tinge if tbey ore plao«d in the oater zone 
' n-laminoiis flume ; or, on heating with copper, a green oolooration 



appearfl. In all casea the organic compound mual be finallj destroyed and 
t£e halogen obtained in an inorganio state. This may be done by heating 
with lime, when oalciom halide is lormed, and the halogen can then be 



delected with ailver nitrate in nitric acid solution. The halogens, can also be 
detected by the method described nnder their estimation. 

(d) DeUetion of Sulphur, — This can be most easUj detected by fdsing a 
small poitioQ of the sahstance with metallic sodium. Sodium sulphide is 
formed, the presence of which is determined by its reaction with sodium 
nitro-prnsBide, or a lead salt, especiallj if the q^nantily of sulpbui in the com- 
ponitd be oonsiderable. 

It may also be detected by the method deBOribed under detection of 
phosphorus, when inorganic sulphate is obtained. 

(c) Detection of Phoephcrwa. — Phosphorus can only be found after the 
organic matter has been destroyed by oxidation. This is best done hj heat- 
ing with fusion mixture {a mixture of sodium carbonate and potassium 
nitrate), whereby the organic matter is converted into carbon dioxide, water, 
etc., and sodium or potassium phosphate remains, which is detected by 
ammonium nitra-molybdate etc. 

Having found what elements are contained in an organic compound, it 
is necessary to determine the quantity of each, but before an exact analysis 
can be carried out, one must be first sure that the substance is pure. This 
should also be verified before finding out what elements it contains besides 
carbon uid hjdrogen, as these may be present as impurities. 

II. Purification of an Organic Compound. 

(1) Solida.—Moei organic compounds can be obtained in a crystalline 
form, and thej can be purified by crystalHsation from a suitable solvent. If 
two or more substances be present, one of them may be soluble in a given 
solvent, but the others not ; if they are all soluble in the same solvent, they 
can he separated by fractional crystallisation, since it generally happens 
that the substances are not of equal solubility. 

A solution of the substance is made in the hot solvent, only just sa£Bcient 
to dissolve it being used, and the clear solution is allowed to eool. When 
cold, the substance separates out in crystals. In the case of two substances, 
the more insoluble crystalhses out first, and is filtered from the more soluble 
which still remains in solution, and is obtained by concentrating the solu- 
tion by evaporation. 

tn some cases substances can be purified by sublimation ; the substance 
is gently healed and it volatilises ; its vapours are condensed upon a cold 
eui^e, such as an inverted funnel, or a cold watch-glass, from which it 
can easily be collected. The non-volatile substance or substances remain 
behind. 

The purity of the substance is then ascertained by determining its 
melting point, A small quantity of the finelj powdered substance is placed 
in a capillary tube (made by heating and drawing out a glass tube) sealed 
at one end. This is attached by a rubber ring, or by adhasion, to a ther- 
mometer, BO that the substance is at the ssjne level as the bulb. The 
thermometer is passed tbrougli a cork and placed in a small flask contain- 
ing the liquid, (generally concentrated sulphuric acid), and this is gently 
heated by a small flame. At a certain temperature the substance, if pure, 
will melt suddenly within a range of 1 to 2 degrees. Just before this tem- 
perature is reached, the flame is removed, so that the temperature may 
rise quite slowly. If the substance be not pure it will not melt suddenly, 
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but will roanire a fattiher rise of eeveral degrees before it eompletelj melta, 
A ptue substance melts at a constant temperature. If after a geooud 
crjstallifiation the sabstanoe be found to melt at the same temperature aa 
before, it can be aRsamed that it is pure. Often a substance must be re- 
eryetEdlised several times before its melting point becomes constant. 

(2) Liqwidt.— The majority of organic liquids volatilise unchanged, 
without decomposition, and they can therefore be purified by distillation. 
They are heated in a flask with a side tube whioh is attached to a condenser 
(a glass tube by itself, or a glass tnbe BUrraimded by a jacket through which 
cold water can be oiroulated), in order to cool,andagain liquefy, the vapours ; 
the distilled liquid is collected in a receiver. 

The parity of a hqoid is known by its having a constant boiling point ; 
(his is determined daring the distillation. A thermometer is placed in the 
neok of the distilling fla^, so that the temperature indtoated on it can be 

If two or more liquids are present, they are separated and purified by 
fractional distillation. This is carried oat aa before, except that the neck of 
the Sask is made longer, by introducing between the flaak and condenser a 
fractionating colonm, of which there are several kinds, e.g. a glass tube 
filled with glass beads. The two liquids will have difierent boiling points, 
as indicated by the thermometer, and are ooUected in separate receivers. 

Some liqaids will not distil at the ordinary atmospheric pressure without 
decomposition, bat they may do so if the pressure oe reduced. They are 
distilled in vacuo. The reduced pressure is obtained by connecting the 
whole distilling apparatus to a vacuum pump. Fractional distillation in 
vacuo necessitates a special method of arrangement, so that the distillation 
is not interrnpted when it is necessary to change the receiver. 

Distillation with steam is sometimes carried out in order to purify an 
organic compound. Steam is passed into a fiask containing the substance, 
which is also heated, and the steam which now passes over takes the Bub< 
stance with it, and is condensed and ooUeoted as usoal. 

3. (?(Us8.^Theae are difficult to separate unless they can be condensed by 
cold to liquids, when they can be separated by distillation. Special chemicM 
methods are otherwise required, and constant elementary oompoBition can 
only determine when they are pnre. 

4. Separatum by Extraction. — Two liquids if they are not miscible are 
easily separated from one another, e.g. by sucking up the lighter with a 
pipette, or by placing them in a separating tunnel (which is a cylindrical or pear- 
shaped vessel with a glass tap), opening the tap and allowing only the heavier 
liqnid to run out. If the hquida be miscible, they may not be both soluble 
in the same solvent, which again may not mixwidithe insolnble constituent, 
e.g. benzene and alcohol : ^cohol is soluble in water and benzene is not, 
and it floats upon the alcohol and water mixture. 

A mixture of two solids in a solution can also be separated by extraction ; 
the solution is shaken up with a new solvent, the two liqai<£i allowed to 
separate, and the substances obtained by evaporation of the respective 
solvents. 

III. Quantitative Analysis. 

1. Cavhon and Hydrogen. — These are always estimated together. It 
was stated above that organic compounds, when burnt or heated with copper 
oxide, were converted into carbon dioxide and water. It is therefore only 
necessary to oxidise an accurately weighed quantity of the substance, and 
to collect and weigh the carbon dioxide and water produced. 

Both the carbon dioxide and water are collected in special abaorptdon 
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tnbes, which ftre ra&ie In TOrions forma. The water ma; be collected in s 
U-tnbe filled with oaloinm chloride, or in a tnbe eon taining pumice- stone 
wetted with Bolphnric acid. A very special form of absorption tube, filled with 
canatio potash, is used for coUectinK ^^ carbon dioxide. 3oth tubes are 
weighed before and after the eipenment, and the difference in weight givea 
the rSHpaotive amonntB. 

The oxidation of the weighed quantity of sabstance ia carried out in a 
long combuattou tube of hard glaas, which ia heated in a furnace. This long 
tube is filled to two-thirds of its length with coarse copper oxide, a BmaJl 
boat containing the substance, of suitaJile size, ia introduced, and then a roll 
of oxidised copper gauze. This end of the tube is connected with a gasometer 
containing air (or oxygen), from which a current of air, freed fix)m carbon 
dioxide and water hy pasaing throngh potash and snlphnric acid, or calcium 
chloride, is paaaed through the combustion tnbe in order to drive ont the 
products of the combustion, and to help in the oxidation. To the other end 
of the tube the abaorptiou tubes aze attached. This is the general principle ; 
the detaila can only be learnt by practice, as they var; slightly, and may 
differ in detail for difierent substances. 

2. Nitrogen.— (a) Dumai' Method. — When an organic substance con- 
taining nitrogen is oxidised in the presence of copper oxide, the whole of its 
nitrogen is given off as free nitrogen. Therefore it suffices to collect this 
gas BJid determine its volnme, from which value its weight can be eamly 
calculated. In practice aeverEil methods are again used. The accurately 
weighed snbatance ia mixed with finely divided copper oxide, and introduced 
into a combustion tube, which contains coarse copper oxide, as in the catima- 
tion of carbon and hydrogen, except that at the other end it ia necessary to 
place a roll of copper gauze, specially reduced to the metalhc state, to convert 
toy oxides of nitrogen, which may be formed in the process, into nitrogen. 
All the air muat be expelled from the tube before the combustion is com- 
menced, and this ia done hy passing through it a current of carbon dioxide 
from a generating apparatus, or hy having the tube sealed at one end and 
magnesito introduced hefbio the copper oxide, which on heating evolves 
carbon dioxide and displaces the air. 

The nitrogen formed in the combustion is collected in a special form of 
apparatus, called SchifTa nitrometer, into which it is driven by the carbon 
dioxide produced hy either of the above methods, and its volume, tempera- 
tare, and preaaure are measured. 

6. Kjeldahl'$ Method. — In this method the substance is oxidised by 
concentrated aulphuric acid in an open flask. The nitrogen contained in the 
substance in this process is converted into ammonia, which combines with the 
Bulphnrio acid. When the oxidation is finished it is therefore only necessary 
to neutralise the sulphuric acid, moke alkaline with soda, and distil off the 
ammonia, which is collected in standard acid, and titrated. 

S. Halogens. — These can only be estimated after the organic matter haa 
been oxidised to carbon dioxide and water, when they are obtained in the in- 
organic state, and can he eatimatedby the ordinary methods. A known weight 
of substance in a narrow tube ia placed in a stout walled tube sealed at one end, 
a few cubic centimetres of fuming nitric acid are added, and then aome 
crystals of silver nitrate. The other end of the tube is then sealed and it is 
placed in a hot-air fiimoce at 200° G. for several hours. It is then allowed 
to cool, the contents washed ont, and the silver halide weighed. This is 
Carius's method. 

4. Sulphur.— Hida element ia estimated, in a similar way to the halogens, 
in a setjed tube, when the sulphur is converted into anlphnrio acid and is 
then precipitated as barium sulphate, and weighed. 

&.,P}wephorui. — Fhoaphorus may be estimated in the some way aa 
sulphur, and the resulting phosphoric acid determined by the uaual methods. 
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It may be eetimated by (uaing the eubstanee with ftierlon mixtnre, ae in the 
qualitative teat, or b; the reoeot method of Neumann,' wherein the imb- 
stance is oxidised in an open flaak with a mixture of nitric and Bulphuric 
acids, the phoaphorio aotd produced precipitated as ammonium phoapho- 
raolybdate, and this then estimated by solntiou in standard canatic aoda, and 
eubaequent titration. 

It is impossible, in so general a statement of methods, to give all the prac- 
tical details for carrying out any of these processes ; an exposition of the 
principles being only the point aimed at.' 

We have nov determined the quantities of the various elements contained 
in an organic compound, and from these fignres the percentoKe composition, 
the amounts of C, H, N, P, etc. given by 100 granunes of aubstanoe, can bo 
calculated. The amount of is found by difference, as there ore no methods 
for estimating oiygen directly. 

The formula of the compound is then obtained by dividing the per- 
centages by the atomic weights of the elements, which gives the ratio of the 
number of atoraa to each other, thus : 

C L^|5 = 1-69 -k- 1-59 - 1 

H ^ = 5 -i. 1-59 = 31 = 8 

75'96 _ , _, . i.Eo _ oji _ Q 



The empirical formula is therefore CHjOj. Only a difference of 0-2-0'3 
per cent, is allowed between the values found io a determioation and that 
calculated from the percentage given by the formula CHjO,. 

As has been shown in Professor Bunge's book, several substances con 
have the same empirical formula ; they may be iaomers, or polymers ; in 
the latter case the formula might bo 0,11^0, or C,HsOi„ both of which give 
the aame figurea on elementary analysis, because the ratio of C ; H : is the 



IV. Molecular Weight DeteTmiTiation. 

(a) In order to find out which of these formulae is the correct one, the 
molecular weight of the substance must be determined, i.e. the weight of its 
molecule compared with that of an atom of hydrogen. This depends on 
Avogadro's law (p. 18). 

Several methods can be employed, and that by Victor Meyer is perhaps the 
most frequently used, when the substance canbe vaporised without decomposi- 
tion. A known weight of aubstaace is rapidlj vaporised at a temperature 40- 
60° C. above its boiling-point, in a special piece of apparatus ; the air contained 
in the tube is displaced by the vapour, collected in a graduated cylinder, and its 
volume measured ; thia corresponds to the volume occupied by the substance, 
after making corrections for temperature and pressure. 

(b) tn cases where the substance cannot be vaporised without decern- 
position, recourse may be had to the freezing-point method; the freezing- 
point of a given liquid is lowered the same number of degrees when 
different substances are dissolved in it, the weights of theae necessary lo do 



n,g,i,.,.-j by Google 



248 ORGANIC CHEMISTEY FOR MEDICAL STUDENTS 

tbiB being proportional to their molecnlei' weights. A fniCtor for each Botvent 
IB thereFore first aeeessar; ; these have all been determined, and the fignrea 
are given in the larger text-books. Tlie molecular weight is expressed by the 
formula 

where C ie the constant, 10 the weight of the anhstanoe, W the weight of the 
solvent, and li the depression of the freezing-point. 

This is Baoult's method, which has been made easilj practical fay Beck- 
mann'a apparatus. 

Similarly, a rise in the boiling point of a solvent produced by the 
substance serrei also for the determination of the molecular wei^t. 

ie) In certain cases, when the substance is an acid or a base, the mole- 
cular weight can be detenainad by chemical nxethods. 

In the case of an acid, the muiiber of hydrogen atoms replaceable by 
metal can be obtained by estimating the amount of metal. The ratio of 
metal to salt is, that of the atomic weigbt of the metal to the molecular 
weight of the salt. The silver salts are thcBe most usually employed. 

In the case of a base, the property that they have in common with 
ammonia, of forming ebloroplatinates with piatinio chloride, is made use of. 
The amount of platinum in sut^ a compound is estimated, from which the 
molecular weight of the platinum compound is calculated, and therefrom 
that of the base. 

Only an attempt has been made here to indicate the general principles 
underlying the commoner methods of finding out the constituents of an 
organic compound, its purification, elementary analysis, and molecnlai 
weight. The precise details can only be learnt by actual practice and 

B. H. Aders Flimkeb. 
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„ Bthyl ester, 67 
Fonnol, 40 
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Hydrocinnamic acid, 185 
Hydrocyanic acid, 41, 132-137 
Hydrolerroojanio aoid, 138 
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„ rhodanate, 143 

„ Bulphocyanide, 143 
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Proline, 313, 236 
Propane, 66 
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Proteose, 231 
PmsBian bloe, 140 
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Pyridine, 211, 213-216 
Pyridine carbozylic uiidB, 216, 222 
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Senun albumin, 330, 



236 



Senun globulin, 281, 232, 236 
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Tannins, 182. 183 
Tar. 56, 168-169 
Tartar, 89-90 
Tartar emetic, 90-91 
Tartaric add, 37-91 
Tartronic acid, 96 
Tea, 163. 183 
Terpenes, 306-208 
Tertiary alcohol, 71 

TetiiMihloromethane, 31 
Tetramethylammoninm hydroxide, 37 

,. iodide, 37 

Tetronal, 70 
Tetrose, 107 
Theine. 162 
Theobromine, 162 
Ttiiocyanic acid, 144 
Thyme, oil of, 207 
Thymol. 307 
Tola bolBom, 206 
Tolnene, 176. 176 

snlphonic acids, 179 
Toluic acids, 184 
Totnidine, 190, 191 
Toialbumins, 39, 43, 340 
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TrichloraMtia acid, S4, 09 
TrichlonJcohoI, 61 
Tricblorftldehjde, 60-31 
Trichlorhf driD, 5, 95 
TrichloromethaDe, 81 
Triglycjl^lToiDe, 239 
Trihjdrio alcohol, 9B 
Trimethjlamine, 9, 36-36 
TrimethjliBii thine, 163 
Tnnitropheiiol, 189 
Trioleiu. 100 
Trional, 70 
Trlose, 107 
Tripalmitin, 100 
Triphenylmeth&ne, 200 
TriphenrlroBaniline, 193 
Triple linking, 17, 18 
TriBBccbuide, 111, lie 
TriBteuin, 100 
Tropaeolin, 197 
TropeiDB, 226 
Tropic acid, 22i, 23S 
Tropins. 224, 226 
Tryptophane, 196, 2B6 
Turkey-red dye, 208 
TurnbuU'g blue, 141 
Tarpentine, 207 
Turpentine oil, 207-208 
Tyrosine, 186, 235 



Undectlic acid, 99 
Unaaturated hydrocftrbons, 21 
Urea, 64, 147-192 



Uceidea, lSS-167 
Uretbane, 160 
Uric acid, ISS-lflO 
Ucochloralio Mid, 51 



Talibuhic add, 72, 09 
Valine, 234 
Vaseline, 22 

Ticical oompounda, 166 
VitaU'B reMtioa, 226 
Vol»tile tatty acids, 100 



Wai,106 

Whale-Unbber, 105 
Winter green oil, 181 
Wood-spirit, 32 
Wood-tar, 56 
Wood-vinegar, S0-S7 



Xahtuihe, 161, 162 
Xylenes, 184 
Xylitol, 106 
Xyloie, 108, 111, 116 

Yeast, 114-116 
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